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[0067] mA2TM 

. —^^(A2)-Vm^th^'it^'l^tB COfe^V^f^E C(OMe) (^^-eEf^TKf^I^^ 

2 2 2 

2 

[0068] ^Xm-C'fgffi^tl.^^j^irLT^. f?!jx.{i\ N, N-v^T^^/V^/Vi^T^K. i^^b^^ 
[0069] mA3X^ 

mAU -IS^(A4)-e^$tv§^b-^f^^B3ti-^x@-efe^o r<z)X@«. 

2 

[0070] ;$:X@-e^ffi$ti.S^^i!bTf*t°yv^^^. N, N-v?^^/V:!}n/V-6>T5K. ^b^^l/ 
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[0071] mA4j:n 

2 

1-6 

[0072] J!5^^S(D^AX@-e^ffi$^i^^^^LT}*. -^^Jx-fi. ^nn^./VJ^ 
[0073] emHJ^;<^X@-e'(£ffi$tL^^^^L-C{*^h9tKi:i:79^-, 1, 

H^£:^F^ 1 - 1 2^r^T'fe§o 

[0074] mA5X^. 

x@-efe6o rcDxm}*. — ^^(A5)-e^$tt6^b^i^^. ^^HJ^^$-fr6r^{;ij; 

[0075] :^JL'^X^m-^fl^m^t\.X\i. "rVy^iVny^y^. ^Jc^^;v:x.—y^;v^ V'^^^ 
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[0076] — (A5) xm^ti^^t^m(Dm^^E c(Di:^yi^7i<.mm^xh^ i:)ji)^^^=- 

2 

[0077] mA6X^ 

m^w)xn-^f\.u\:.^m^m&'r^'XMx^^o ^.(D^Lun. "^^(d^-^-t. — 

y/v, t°yv?>-/ce^^;5s#(f ^>tt. ^*b<f*t°yv?>'x?fc§o ^m^ti^mmtL-Xit.hV 

-efeSo Rf^^umi^2ox:—8ox:xnibti^o Rf^^mmumm2—iommxh^o 

[0079] ^/y/VS^AXS-e-ffiffl^tL^^^^LTJ*. 0^\^<\^mt?^^l^>. yna7j^/Vi=s 



wo 2005/070945 22 PCT/JP2005/000767 

[0080] -o^yV/v^^Axg-e^ffl^tL^^^^bTf*. ^^b<{*T-feh^hy/v. t°yv? 

^bT-O-yV/v^ny Komt-^7K^S#^. -^^yV/Vv-T^Kfc^v 

. i^^y:/atVvT^./i^;&/v>e^>iyi^— hy:73i::i/v*c;:^:7^>'(D|M.;9^'^;b-fr^cC^*^ 

[0081] mA7X^ 

^(Dumt. ^&S(D#^^T. — j|^^(A7)-e^$tt5>fb'a^i^^by:7/v:ri:i^^^^;5?,7v 

^-7V^nyKfe;5v^{ihy:7/k;a-ti^i5?i/;^/v*:/^*S7Ki^^^S^&$i^r. 4"fitihy^ 

1-6 

[0083] gm^J^?(DX@-e'Kffl$tb§^IKi!bTf*. 7^h^tKP77>-. v?:^-=¥i^^. mt?^ 
[0084] mA8X^. 

^$:h.§>fb^i^^^5ti-5X®-efe§o ^(^x@}*. -''^^iA8)xm^ti^^t^m 

^mtRst^:^^xT^ym^xw"iiLyKmm(D^m^^m^ir^^tiz.x^m)^^ti 
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-So 

[0085] 6''^^m<yi(^mm(D^mm^m^'r;5j:n'^mm^ti^mmt\.xi^. :^^/-;v 

;^^y'>i^^ ;!K^^k-:M>y'>i^^ ■^hy-J^i.^hdrixK. ■^hytj7i=.a^h:3fi/K. tert-BuOK/c^ 

[0086] T^yS*5J:t>^6"{i;!K^^oi*:M^^^^i-§xe-e'(£ffi$tL;5^i;Ki:b-C{*. @^ 

[0087] BM 



wo 2005/070945 



24 



PCT/JP2005/000767 



Mb8] 
B5£ 




H 



[0088] mBix^. 

. 0^L<«. :^^kp<^V>'^7<i5^y— /KD^-a^^^-efeSo -teffl^tv^^tbT^g^^ 
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[0090] —m^iBl)(D^t^m(DmM&B C(Dl:}7^^yi<.mm^'(^Wl:lj^^y=r,:=^/^m-V:h 

2 

[0091] mB2x^ 

[0092] hy:7a.^/V7«^/VS?SAX@^^'(£ffl$tL^^^i!bTf*. Tirh^h 

^):xjf-;vr^^^ t°yv?>'. 4-v^^^7VT5:yfc°yv?>'^c^if^5^tf fetb. 0^b<{*. t-yv^? 
^^-efe^o sj^^MSfi2o'c-8o'c-efT^5;n^6„ K^s^ra}iii^2— lo^ra-e^a 

o 

[0093] v-y/VS^AX^-e^Sffl^tb^^^^LTf*. 0^L<f*. i&^fkp^^l/^. i^mn/K/V 

i^^^/vT^/t°yi;^:/, by oc^/vr^:/. ^^^y— /v. i^^y:7'ntVv^^/vT5^^7^ce 

^;6S#tf ^,tl.. 0*L<{*. 4-v?^^/VT5yt°yi^:/-efe^o HJ^^aS«0°C— 30°C 

[0094] -<>-yv/v^^Ax@T*^^ffl $tt6^^^bT{* . 0^b< . T-febc:^hy7v. t°y 
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[0095] mB3X^. 

V ^'^mmwik:<^^^h\ci:y)-m^ (b4) -e^$;h.§^b^i^^M5ti-^x@T'fc§o 

r(7)X@J*, :^^<Z)#^iT. — JiK^(B3)-e^$tt^|b^i^^hy:7/V:^np<i5^^^/V 

R*"'M(rr-eR*"''{*c -c T/v:^y-i'/vS. ^:/yV/v:^-=3ev^s^^b. Mf^y^i^-tv 

1 6 

[0096] I^J.^S^^A-r^X^-e'Kffl^tt^^^^LTf*. i&>fbp<^l^^^ ^nn^/VA, ^ 

[0097] gmKJ^i:(^)Xm-e'ffiffl$tb§^^^LT}*7^hytKn:7^>', v?;^=¥i^^. i^>fb^^ 
[0098] mB4X^ 

^B4X@{*. -^^(B4)-e^$tt§^b^i^<D5^^^Sl^m^S^^Ab. ^ 

V ^T-«mHii£:i-s^^i-J;«9. (b5) -e*$^^s^b^i^^M5ti-§x@T'fc§o 

2 

1-6 
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[0100] ©i^SJ^;:cDX@-e^ffl$ti.§^^i:L-Cfi. 7"h^tKn:79>-, v?:^=ari^>'. l, 2- 

^m^Am(DmA8j:m^m ^m.^mir^^tKx^^ (a9) xm^n^^t-^ 

[0101] (Cfe) 
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cm 



HN 

H 



.A 



HN 



N' 
H 



B-Q, 



C1 (B4) 



A^i 




1 

F 

C2 



NH 



R^^OH 



-NH2 



HQ 



HzN 




F 

C3 



[0102] mcix^ 

[0103] ;2^X@-e'fgffi$tLS:7/V::ra>f[^^^Ji:b-Cfi. ^^^yi\:i^=^^/i^T^ym.Mir>AST 

[0104] mc2X^ 

[0105] 
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Mbio] 

D m 




[0106] mnijin 

[0107] ;*:X@-e^ffl$;ri§jS^^Ji!bT}*. by^5^/v*^:7^^. hy:/^/v:^^:7^^. hy 
[0108] 

icmmmR'^^mAir^^ticx^. -I^^ (es) -e^$tL6^b'^i^^M5ti-6;^fe-e 

[^bii] 
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H2U 



[0109] ^EIX^ 

[0110] m.mm^mAir^iim^Mm^ti^mmt]^xi-i. mt?^^^>. ^nn/js/vi^. 1, 



wo 2005/070945 31 PCT/JP2005/000767 

[0111] n^R!t^(DX.n'emm^tV^mmt\^X\'i. ^h9tKn:7^>'. v^:^=3ri^^. 1, 2- 

mm i^i—i 2mmx-h^o 

[0112] ^K2XM 

So 

Sj^;?a^f*2o'c-i2or-efT:bti.SoSJ^^^^f*i— s^^-efc-So 

[0114] mE3X^ 

^(DrMit. ^&(D^^T. —^^iK3)xm^ti^i[:^!^twso ci(^^-ewf*^ 

2 

^-r^^t^m^^mu ^\^xnhtifc^t^mtK''M(^^xK'''nT±h^i^m. r 

1-6 

[0115] MS(^^AX@-eft^$tV§^i;K^bTfi. ^xixn^?VJ>. 



wo 2005/070945 32 PCT/JP2005/000767 

[0116] m^RS^^<^rMX-mm^tl^mmtL-Xlt.Th9\i}'^^^9>. i^:^=¥i^>'. 1, 

o sjiK^r^f*i-^i2^r^-efc§o 

[0117] mKATM. 
[0118] 

at^tb^o m^JE^-efe6^ (Fl) Xm^fh^it^mitTetrahedron Lett., 
4951-4954 (1979). ioXm. Med. Chem., 34, 1483-1492 (1991).{;ilE^$tvfc;^^fe 

[^bi2] 
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NHBoc 



HO [ 



F4 



-NHBoc BocHNA^^ .^HBoc 

0£iJSi!^^*Sl2NHBoc 
F3 



»F3X« 



F5 F6 



--NHBoc 




V^O. BocHN-T^y 
BocHNJ-^ I^O^-^— NHBoc 



|13 



16F6Xfi 



NHBoc 



^F7X*i 



N-W^ f ^ 

B" 0£J^jJC5;CSl2 NHBoc 



F7 



NHBoc 



NHBoc 




[0119] H 
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l)(Di\:,-^mt^ CO$>§V^^*E C(OMe) (X-^-^m-ii^^U^. 

2 2 2 

2 

[0120] ^Xm-e^fSffl^tV^^^^LTf*. f?!jx.J^\ N, N-v?^^/V7}s/V^T5K\ 
[0121] mF2X3^. 

^^(F3)-e^$tv5>ft;-a-i^^S5ti-SX@-efe;5o ^(75X@}*. itS#?5ET. 
^(F2)-e^$tb§^b'^i^^B 0$)§V>{iBCl(B^L-C{*T-fe^/VS. ^^^yV/v^ 

2 

[0122] ;2^X@-C^ffl$tl.^^lKi!bT«t°yi;^>'. N. N— ^p<^/^3j^/^AT5:H\ Mit^^i^ 
[0123] mF3X^ 

^FSXmf*. (F3) T'^^tbS^fb-^i^^-^^ (F4) -e^^tl^S^b-a^i^fcl 

[0125] mF4X^ 



wo 2005/070945 



35 



PCT/JP2005/000767 



[0126] hvy^^/^^^f-z^^mmArnx-^m^Mmmti^xi^^ mtp^^^ui^. r^h^h 

o 

[0127] v^y/VS^AX^-e^ffl^tt^^^^bTf*. 0^U<{*. mt^'^l^^. i?nn/J>/V 
[0128] mF5X^ 

^(Dumt. Mm(D^^T. —m^iF5)x-m^fi^^t^!i^thvy/v:tvi^i^:^:^/\- 

1 6 

[0129] m.mm^mAir^imxmm^ti^mmtvxi-i. mt?^^^>. ^^^7J^/^i^, ^ 
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[0130] mMRit^fDjm-^^m.m^n^mmti.xi'i^ 7^h^tKn:79>-, i^:t^^>'^ mt^^ 

o 

[0131] mF6X^. 

2 

1-6 

[0132] m8tK(D^AX@-e^ffl$tl^^^^L-Cf*. -^Jx.}*. i^ciin^/Vi^ 

[0133] m:^Rit^<DJMxmm^ti^mmt\^x\-t. T^h^tK^^^^-. v?:^-=¥i^^. n, n- 

^/^7}^/^AT^K-efe§o S^£:?aS«60'C— 90'C-etT*:>tt§o SJ^?NFr^«l-^l2^ 
[0134] mF7Xi^. 

U — l^^(F8)-e^$^x;5>fb^i^^M5ti-6X@T'fc6o :^C»X©f*. — |^^(F7) 
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[0135] :^XM'^^^m^tl^MMtl.Xl^?^i^y-~/P. a^^y—;u, -fyr/ntWT/V^i— /V. 
[0136] ^F8XM. 

[0137] ^nnxmrn^ti^m^mti^xi^. ^mtthicm\^^^^<9i^^j>^-^m. ^<yi^ 

[0138] mF9Xm 

^(FIO) (r^-e, F10^;l:io^t^A{*, tert->^>^ix;5;7V^'^/VS, 

#^iT^ — ^^(F9)-e^$tL;5^b-^i^^;^7/V3^^V^, ANH(CH ) CH(OH)CO 

2 n 

H(CH ) cn{ou)coou(^:LXAummtm—(DM^^M-ir)(Dm^^i^t^R 

2 n 
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[0139] ^im'^m.m^n^m^mtL-xi^m^i'£i^iy^T^^^iy/^^^/i-^^J4^}'\ i^^y 

[0140] ^¥\OTM. 
[0141] Gfe 

[^kl3] 



wo 2005/070945 



39 



PCT/JP2005/000767 





[0142] ^GIX^ 



wo 2005/070945 
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[0143] 6'iiL^m(DrMXm.m^n^mmtVX\-iTh9\ih'^:79l^^ v^:^=¥i^^. N, 
[0144] 3^. 3"i<E. 4' ' ' ^^m(^JMXm.m^MmmtVX\^. 7k. N. N-v?p< 

. ^*b<«. 7Kti^:t^-^>t(Dmi-^mMxh^o mm^ti^m.mtvxn:^mit^ 
hv^j>^. ^m^v^j>s. mm-rwj^j^^. hv^^/i-rv^. }i°v>^>. A--^:^^?vr^jyf 

[0145] J^i^MX@-e^ffl$tb§5l7n^JtLT{*7Kl^*5j;tJ?^-?^i^e^A-^^. ^■^^^;?ti^i>v 

^^y!^i^^fflv^;5J©-^^^^*. l^#:T^^c:^T;e>Wil-efe§o SJ^;?ast*-6o'c-3o 

[0146] -O-v^/Wbc^Xa-e^ffi^tv^iS^c^JirLTf*. i^WL-^^M^V)^ J>^. i/T>'>fb 
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1-5 

[0147] ;^x@-e^ffl$*xsM5c^j^bT}*. ^^c^^fb^e^-^^^by^i^. i^r^wi^mw^TW 

^04X^ 

^G4X@(* . (G4) T*^$tb§^b^i^CD6 ' '6t-<:Xv'/vm^ert->^>=3ei/;^ 

/V7K:::^/VS{;i^m'r5X@T*$>6o ^(DX@{*. — IS^(G4)T'^$tL5^b-^i^i!v? 

[0148] ;2p:X@-effiffl$;rb§^^^LTf*. a^^y^/v, 7"h^tKn:79^ 

mG5X#. 
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. —^^iG5)-^m^tl^^t^!'i^tE COfe§V^^^E C(OMe) (^^-(^Ei-iTkmB^ 

2 2 2 

2 

[0150] Hfe 

[>fbi4] 
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r3'-=r''1-CH2- 

[0151] muirM. 

X-m^tb^^t^l>^tR'^Cl (Ji''l'±hV^zn:=^/V^^/Vm. tert-:/^/Vv?^^/Vi/y/V^ 
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[0152] hvy^^/i-?^^/i^mmArM'cmm^ti^mmti.xumt?^^i^>. r-feh^hy 

o 

[0153] v^y/V^^AX@-e^Sffl$tt§^^i:L-C{*0^b< f*. i^>fbp<^l/>'. ^^^^JJ^/Vi^ 
[0154] mH2X^ 

^iu3)xm^ti^^t^m^mi^i-^rMx^^o ^(dx^}*. it^#^iT^ ^(h2 

2 

[0155] ;2^X@-e^ffi$tL§^j^i:L-Cfit°yv?^. N, N-v?p«^7V7Jn/VAT5:K. mt:^^^ 

[0156] masz^n. 

^H3X@«. -^^(H3) T'^$tl^^k'^i^(D5^*Dj:m"'65:;!K^^(-JIJ£^^ 

xe-efc5o r(DX@{*, M^(D^^T. —^^{H3)xm^ti^i\:^<^twso ci 

2 

1 6 
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[0159] mH4X^ 

[0160] ^xm-C'fgffl^tL^^^irLT^T^i?^/— /V. 31^/— /V, ^y:7°ntVVT/V=i— /V, 
LT}*^^:^^^^. ;^^'f-hy'^A. yi<im^\:^V^J>>. yi^m^t^hV^M^. ^by^A^b 

[0161] mH5X^. 

mHSXmf*^ — (H5) Xm:^tl^^t^m<Dm^XXJ^3''^TKym(D^mM 

[0162] m.'^mjiux^m^ri^M^Mti.xi'i. y^mtthicmv^hti^^^yz^^j^^-^m 



wo 2005/070945 



46 



PCT/JP2005/000767 



[0163] iM:^X@-e^tffl$tL§^lfi^^br{i. 7^h9tKn:7^v, mt^^\y^^. 

[0164] mne-TM. 

^(H7) AUtert-y^V^iy^;v:!^=^;v^, p 

(H6)-e^$tbS>fb'^i^^:^7V>3^V^. ANH(CH ) nCH (OH) COOH (^^-CAf* 

2 

^^m^'T\^—^^(.'ilQ)'^^^^f\^^it-^'^t^^^^^^B.. ANH(CH )nCH(OH 

2 

) cooH {^:i-^A\mmtn—(DM^^^'r) (Dm^mw-t^K^^^^^^tKi:.^m 

[0165] ifHW^^^m-^fl^m-^MtX^Xn.^ m^U. x^^y^n-^^ly;V^;Vy^i:^4^Y\ 

jfe^(^;^/v;^^W^KM. *fc{*rtL^>(Dfi^^J{;i^^jB^J^LTi-:^=ary-<^yhyT 
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^/v;^/vAT5:K-efc^o HJ^;?aSf*o°c— 3o°C'efTt?tb^o KJ^;^^P^f*i— i2B# 

[0166] mH7X^^ 

[0167] m.^mrM-Trm^n^&mti^xi-i^ ^m^D^j>>. ^m^h])^j». 7Km^t^<])^ 

v^:^:^ri^^. ^nn/j^/Vi^, 7K*fc}*^tLfe(^m^^^/.eif^5^ 

[0168] ^mnux^m^ti^Mmti^xi^^ hv^^^^/^rv^^ -j^v'fn\£}v:xjf-jvrv~y 

[0169] mH8X^. 

-IS5»:(H9)-e^$tv^^b-^i^^M3ti-^x@-efe^o ^<z)X@{*. -i^^chs)^^ 

1-5 

[0170] ;$:X@T'^ffi$tl.65S5^^J^LT^*. ;*C3^^b:5}N.>^^by.^A. v/T>'>fb;*C3^^b>!}^'^ 
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ismmxh^o 
[0171] mu9JLn 

^H9x@}*. -^^iu9)xm^ti^^t^(!^(D^mm^m^u -^^(HIO) 

[0172] 

[^kl5] 
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[0173] miijin. 
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[0176] UlSiS 

^b'^i^^;^/V2i^V^. ANH(CH )nCH(OH)COOH(rr-eA{*tffflE^II|— <^:S 

2 

mt^^Vy^y-m. ANH(CH )nCH(OH)COOH(m?A{*tfftE^^— 

2 

/V, 3-tKnd5-v'-4-:^=35^y-3, 4-v=l:Kn-l, 2. 3-^:yyh}}Ti^>'^j:}f^M 
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^7^/}^/^AT^K-efe§o s^staSfio'c— so'Ctf^T^btv^o H:jiSNFraf*i— 12^ 
[0178] mi3jm 

[0179] hvy=^^/^^^^/i^mmAjmxmm^ti^mmt\^xit. mt^^i^:^. r^v^h 

y^^/vT^^. t-yv?^', 4-v'^^/vT5:yt°yv?>'/.e^;5s^(f ^>tb. 0^L<(*. fc°yv? 

o 

[0180] ^yV/^mmAJinxm^tl^mmtl.Xl~i^ 0*L<J*. :^^by^W^. ynn/Js/V 

tb^o s^SB#r^f*i--i2B#r^-efc§o 

[0181] mi4X^ 

mi4X@«. -j|^^(l4)-e^$tvS^t:^i^(D2"fi. 4"'^. 2* ' '-dS^^^^fililSrSI 

2 

[0182] :$:xMxm.m^ti^mmti.x\^. \i'Vi^>^ n, N-v^y^/v^jN/vAr^K. i^^i^y^ 
f*hy3^^/vT^>^. t-yv^^-, 4-v^y^/vT^yt°yv^^/^if;5s^tf ^.tt. ^?^b<f*. 
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[0183] miBJin 

mi5r.mt. (15) -^m^n^it^m<D6"^:^mm<D^mm-^h^hv^^ 

^9tKn:77^. v^^h^^>:3^^>^, *^^^^^s^if ^>ti. 0*L<}^. ^/v 

[0185] v'y/vs<Dji5^<^Mx@-e^ffl$tv5^^^bT}*. 0^b<{*. T-feb^hy/v. 
[0186] mmnn. 

^^(i7)T*^$ti.6'fk'^i^^M5ti-6X@-e$>ao r<^x@{*. -m^ii6)xm^ 

[0187] ;2^X@-e'(£ffl$4^5:77V;^-a^b^^J^bT{*H:75/{[^v?3z^/VT^y'^M (DAST) 
[0188] mi7x^ 

miTJimt. -^^(i7)xm^ti^^t^s^(D^mm^m^u -^^(i8)xm^ 
ti^^t^m^mi^ir^:iMx:h^o'^mm(Dm^\'imm(DmA8rMtmm(D^w 

[0189] 
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[0190] mmm 

2 

2 

[0191] T5:yS(Di^Mx@-e^ffl$ti.^^lK^b-C(*. ;?K^ n. N-i^7«^/v4^/vAT5:K. 
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y^i^. ^m^hu^j>^. hy^^^^/^T^^-. t-yv?^'. 4-v?^5^/vT^yt°y 

^Jt^i!LTf*hy:3^^/vT^^. t°yi;^^. 4-i^p<^/vT^yt°ys;^^j^c?if ;5s#(f ^>tv. 
[0193] mj2jm. 

2 

1-6 

[0194] mM^(D'^XTMX-^m^in^mmtl^Xn. m^i-^. i^>fb^^W^. i^nn/Js/VA 

^■^b<}*. 4— ^p<^/vT^7t°yi;?^-efe§o MJ^??y.S«afi^o^-3o'c-e^T*:> 
tv^o sjS0#r^}ii-24B#rHi-efc§o 
[0195] m^R}t^(^:i:Mxmm^ri^mmt\^xi^y'hywti^'7i^. i, 2-i^pih^iy:^^ 
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[0196] m3Jim 

[0197] 

^^(Ki) xm^tiut^<>^n. wr^(Dm(Dmn-j2i:m^m^mMir^^t7:i^x 

[^bi7] 




[0198] ^KlXm 

iK2)xm^ti^i\:^m^m^'r^imxh^o ^(Dum-i. —m^iKDxm^n 
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mti^xniMm^v^-^. mm^hV'>j>^. 7km^t:fyV'>j^. T^mit^hv^j^. -rhv^j^^ 

[0200] mK2X^ 

[0201] :$:JlUxm.m^ti^M^Mt\^Xl~i^ hyp«^/v*;^:7^^, hyy~^/v*;^:7^:/, hy 

[0202] mK3Xm 

V ^x^mm^'m^'t'^^h\ci:y)-wt^ (k4) -e^$tt§^t:^i^^M5t-r^x@-cfe 

1-5 1-6 

9/k=3f-/i.S^^L. X{i/Nn<5^V^^-r) ^^SJi£^$-l^S;e)\ feSV^^iJM7^^J60#^^T 

. r"'cho (R{*;^c5^m^^. c T/v=ar/v*. Ty — ^H^&$-i3r. 

1-5 

[0203] R°'C0Cl^(DH^SX@-e^ffl$tl.S^ietbTf*. i&^b^^W>'. 1, 2 
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[0204] R'b^t(DR}t^jM'(:^mm^n^mmt\^xi^Th'7^vv7T^. i. 2-v?7<h=3ev/^ 

i^A, hy^i^^/vT^^. 4-v?^5^7VT^yt°yv=>'/^if;5s#ff btL. ^*b<fi. m^-^ 

mm^i^^MTnmti^xi'iyi^m^t^^m'rhv^M^.iyT^itTi^.mit^^ 

[0206] i^^(;iJ;6J!5£<^^(^X@-e^ffi$tb§^^^LT{*. ^^y— /v. c^^s^y— /v, 

i—8mmxnt>n^ 

[0207] ^(^J;^J15^i^M(DX@-e^^ffl$tl.S^IK^b-C{i. g^^3i^/V, i^'fbp<^W>'. T 
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mm ui— 1 2^r^-efc§o (ks) x-m^tv:6it^m(D^m^A^^^>i^/u:t 

[0208] 

L^{* . — (LI) (rr-eR"'^ic T/v;^y-r/v:^=¥v'S^^i-) -e^^^xs^b 

1-6 

Mki8] 
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La 




HjN L5 



[0209] mLlXiS 

[0210] ^xa-C'fgffi^tv^^^^b-C^. /V. m^yw-^v^ ^y::/ntVvT/V3— /V 

^^uTf*. mm:fy]}^j>s. mm^hv^j>^. yKm^h:fyv^j». 7Km^h^hv^j>>. ^hv^ 
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[0211] mL2X^ 

2 

t°yv^^^-e$>^o SJ^icsSfiot:— 30T:-e=fTt?tv;5o SJS?^r^f*i— s^r^-efe^o 

[0213] mL3XlS 

^L3X@(*, — ^^(L3) xm^fi^it-^m(D5WMk^^:^7V^^M\:rr^r, 

@-efe^o MX@«. it^#^T. -j|^^(L3)-e^$^l^>fb'^i^^R"'SO Cl(^ 

2 

1-6 

[0214] ^X^-C'fgffl^tL^^j^irLT^. m^U. mt^^'f-^^. ^mn/jN/VA, 1, 

*b<{*. i^^fb^^l/^'-eSjao 'Kffl$tl.6it^^bT{*t:°yv?>'. by:^^/VT5^. 

[0215] mL4X^. 

[0216] Mfe 
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Mbl9] 

M m 



OH 

HO-''V^*^\ BocHN 



J HO! 



HO 



^NHBoc 



CF3 ^HaNl 



I^MI Xfi 



M1 (12) 



^''O-'V^^v BocHN -/Tr-y 

^ HO 

M2 



NHBoc 



,OH 




NHBoc 



BocHN 



3«a 



HO 
HN 

0=<' HO I 

CF3 HO° HN 



M3 



OH 



NHBoc 



NHBoc 




NHBoc 




NH2 



[0217] ^MIX^ 

[0218] ^XS-C'ffiffl^ti.^^^irL-Cf*. t:°y>?:/. N, N-v?^^/V*/Vi^T5H\ iS^b^^ 
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[0219] mM2X^ 

2 

1-6 

[0220] mM&(DmArM'^^m^ti^mmtvxitmK.i'£mt?i^}^>. ^viti:^/uj>.^ i 

;5s-e#. ^^L<{*. :^^b^^w^-efe§o '(£ffl$;^t§:^s.i!b-rf*t°yv?^. hy^^/v 

[0221] ©mSJ^;^coX@-e^ffi$ti.S^^i:LTfi. 7"h9liKn:7^^, 1, 2-v?^hdfv^3i^ 

o s^E?B#r^f*i-i2B#r^-efe§o 
[0222] mmsnin. 

-ei{5j:T^y^(Di^SI^^|^*i-SX@T'fe§o ^COX@{*. -^^(M3)T*^$;h. 
[0223] ;!K^»(DJiJiiftMX@-e^^ffl ^tt^^^K^LT}*. ~7V. 3^^y-/V, :/n 
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[0224] T^ym(Dm.^m:iin'^^m-^fihm7mtvx\t. 7Kpg*5j;t^vN^v?!>A-^^, 

[0225] mM4X^ 

(MA)X^^fl^i\:^mhiJ7V'!}^l^m.. ANH(CH )nCH(OH)COOH(^r-eA{* 

2 

li^^J^^ffliir-rt--|S^(M4)-e^$tt§{b'a^i^^;^7/V#^^. ANH(CH )nC 

2 

H (OH) COOH (^^T'A^tfrlB^IH— <^^^#:^^MJ^?$iir§^^ 
[0226] 7^X@-e'Kffi$tL§$i'a'^Ji!LT}i. m^U. x^^y^n-^^ly;V^;Vy^i:^4^Y\ 
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^/v;^/vAT5:K-efc^o HJ^;?aSf*o°c— 3o°C'efTt?tb^o KJ^;^^P^f*i— i2B# 

[0227] mMSXi^ 
[0228] 

o 

[^b20] 
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N ^ 




[0229] mNlXS 

[0230] ^imX-m.m^ri^mmt\^Xi^^ ^h9tKn:79^, v?:^=3ri^^. 1. a-v^p^h:^^/ 
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[0231] mN2JLn 

1-5 

[0232] i^jmxm.m-^fi^m^mt\^x\t^ i^mit-^^m^vv^^. ^^r^^tykm^t^^ 

[0233] mN3T.^ 

^N3X@{i, —1^^ (N3) X^^fl^i\l-^m(D3"i\L^:yi^/Vm%:tert--^^Y^^^ 
[0234] :^:£MXf^m-^fi^mmt\^xn. ^h^tKn:7^^ 

o 

[0235] mN4X@ 
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2 

1-6 

[0237] gaHJ^?<30X@T'>(^ffl$;h.S^j^i!bTf*. TVyMY^n^yl^ . 1, 2-i^p<h=ar^>^i5^ 

[0238] mN5T.% 

[0239] 

T/vi^©mSR'*^#A«^^(-J;«9 . (09) -e^^ti.S'fb^f^^Miti-^;^ 

S>f b-a^i^ tLf^(DG^5fe(D^G 1 XetilttgV ^d5-e#6o 

[<b2i] 
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[0240] moijim 
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^tl^it^^tK COfc§V^{iE C(OMe) (^^T^Efi^^J^^. ^^/V^. 

2 2 2 

2 

[0241] i^^X@-T?^ffi$tLa^^^b-C{i. N, N->?^^/V*/^i^T5H\ i^^k^ 

[0242] mi^^x@-e^ffi$tLSM5c^J^b-C{*. i^m}i}i%\z.m\^h^^^^y^J^2>^-mM 

[0243] m02X^ 

[0244] ;$:xmT'^ffl$^^6^^i!bTf^. 0*L<«. ;^ci!i^t2t2:i}N/VA(^^'^^^T'fe6o 
[0245] m03X^ 

||03X@ji. -|g5(:(04)-e^$ti.^^b'^i^^M3gi-^x@-efe§o ^(^x@{i. 
-1^^ (OS) -e*$tL5^b^i^^^hn^^>':^itS#?iTCJ^;$*Si^t^J;«9M^ 
$tb6o ;$:x@-e'ffiffl$tt6^^^Lr{*^^y— 31^7—/^, tert->^'^7VT7V=i 
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[0246] mo4iin 

[0247] m05X^ 
[0248] m06X^ 

^o6x@{i. ^(o6) x^^fi^i\^-^m(D5W^^\^<'r^x(DimM^x.x:^T^y 

2 

2 

[0249] T57S(Z)'(^^xei?'Kffl$tL^^^^UT}i. N, N-v^7«^/V^/VAT5H\ 

y^A, ^^;57y>A. ^^^by^A, by^^^/vr^:/. t-yv^^-. 4-v^^^/vT5yfc°y 
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[0250] 7Kmm<D^mrMxmm:^ti^mmtL.xu. fc°yv?>'. n, N-v?p<^/v*/vi^T^ 

[0251] rnorrM 

2 

1-6 

[0252] mMm(DmAJiuxmm^ti^mmtvxit^ m^u. mt?^^^^^. ^titi:^7vj>, 
[0253] mmR}^^(DJMxmm^ti^mmti.xi'i. Th9\i}'^^^9>. i, 2— ^yh=ar^>:i:.^ 

[0254] m08X@ 
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[0255] 

Mb22] 




H 



[0256] mPirM. 

-r^rmxh^o ^<Dr.m-i. m^^T. —^^iPi)xm^n^j\^^mtPhcu(o 
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2 

2 

[0257] 4"iiL. 6"iiLi^mi:n'(Tmm^tl^l^mt]^Xi^. mx.it. N, N-v^^^/V^/^AT 
[0258] 2"{4. 2 " ' '6LiS:MX@-e^.m $tl.^^^i:b-Cfi. t°y N, N-v?^^7V^/^ 
[0259] mP2X^ 

[0260] mP3Xm 

[0261] ^X@{c*5V>-C'fgffl$tLS3S^^Ji:bTf*. F!lx.f»*^bhy-n-:/^/v;^X, ^ 
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[0262] mk:^mmjc'(^mm^ti^mmtvxit^ y<9i^^j»-mm. y^^i^^j^y'y^y^. ^ 
[0263] mp4Jin 

2 

1-6 

tb^o Hi^:^r^{*i-24^r^T-fe§o 

[0265] gi^SJ^:(DX@'e'(£ffi$tL^^^i:bT{*. ^h^tKn:77^. 1, 2-v'7<h=¥^>^^ 

[0266] mpsxis 
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[0267] 

Mb23] 



wo 2005/070945 
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[0268] moijim 



wo 2005/070945 
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^i:v^i&mtl.Xi-imm^V^J>>. ^m^hV^J^^. yi<.mit:^}}^J>>. 7Km^t^h}}^J>>. 

[0269] mo2im. 

2 

[0270] h])y^^/^?^^/i^mmArMxmm^ti^mmt\^x\-t. mt?^^\y>. r-th^h 



[0271] v-y/V^^AX^-e^^ffl $tt6^l«^b-C{* . 0^b< it^k^^l/^. iJ^nnjjN/V 
[0272] T^y/^^mmAlMx^m^tl^^mt\.xu. t°y^^:/. N, N— ^p<^/^7J^/^i^T5: 

[0273] mQ3X^. 
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[0274] h])y^^/u?i^/um(Dm.^mjM'x^m^ti^mmt\^xit. i^^^/v:!!^-^^^^ 
[0275] iy]}/vm(DBii^mj:uxmm^th^mmtvxmj'^i^<n. rirh^hy/v. ^^h^t 

o 

[0276] mQ4X^ 

mQ4x@{*. (Q4) xm^ti^^t^m(D6''iiLyi^mm^T/^'fw^m^tir 
[0277] :^xMxm.m ^MmMtL-xi^^ ^*b< \i°vi^>xh^o ^ti^mitmt 

[0278] mo5rM 

—1^^ (Q5) xm^ti^^t^mt^htipi^iy^mmw^rRit^^^. ^x^m-r 

[0279] :=^hvi^^>t(DRmj:nX^m^tl^mi^tVX\'i^ tert- 
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[0280] jSTcXm-e-fSffl^tb^al^^J^LTf*. 7KmtthKm^^htl^^<'7i^^J>>-^m. 

mt7Kt<Dmi^mmxh^o Rit^umi-iox^sox^xm. K!t^mmi-immi—8m 

[0281] m06TM 

[0282] ^mm(Dmr.(Dmmi^x^—m^(ii)xm^n^i[:^m-i. ^T(^R<^;^^t-t^e 

Kmi^. —m^(Ki)xm^rb^it^m(D5^^Lr^^y'T7v\z.mM&^mAu -i^ 
^ (R4) xm^ti^^t^m^Mi^'r^^mxh^^ j^r^^-rrM^rnxmi^^n^ 
o mmmnx:^^-'^^ (rd xm^n^^t^mit.mm(Dm(DmnrnKm 

miir:6^tii^Xt^o 
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R5i 




R'"=B°' ,R"NH-, R"0-, etc 



[0283] mRium 

-Wi^ (Ri) T:m^fh^^t^mtm^m\t^Rjt^^^^^tKxy)m^^ti^o ^tm 
[0284] mK2jm. 

^R2Xmf*. -^^(R3)-e^$tl.S^b'^f^^Mati-§X@T*fc§o ^(?)X@{*. 
(R2) T^^^tl.^^k'^i^^R'^'MgX (r^-eR°'{*. C T/V=ar/V^. C T/V^ 

1-6 2-6 
3 2 1-6 

/vm^m-r) . r'^onb (r^-e. r'^j^c r/v^/vm^mir) t^Rst^^^'^^^tKx 

1-6 

3 

[0285] K'''MgKt(DRmrMX^m^tl^^mtl.Xi'i. Thy^h^^^ 
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[0286] v^Ty^^^^^(DHJ^KX@^''(Sffl$tl.§^^^L-C{*. ^^5^7— /V. ni^y— /k, 
[0287] NaN , R°'nH , R°'ONa^C0SJ^;:X@-e^^ffl$tt§^^i:b-C{*. 7"b^fcKn:7^ 

3 2 

5K-efe6o M^SMSfior— 8or-e^Tt^tb5o sj^^^rafii— i2^ra-efe6o 
M^^#(f §^^;Os-e#. ^*b<(i. ^^*5j;u?^^9v?«>A-^^-efc§o ^IK^lt 

[0289] tSRSXi^ 

^3X@{*. -«^^(R3)-e^$tb6>fb^i^<Di^M*^l^*b. -l^^(R4)-e 

^$tbS^b^i^^^5ti-sx@-efe5o'0^»Soi^^fitff^(D^A8X@^lKl#(Z) 

[0290] ^mn(Dm^(Dmm^^^—^'^(jii)'^^mi^fh^it-^m\-i. ^-r(Ds—x.(D:}om\^ 

[0291] 

Smi-t. -|S5^(Sl)-e^$tL^^b^i^(^3"^5L(^®mSR'"'^^AL. -1^^(33 

boM5t^fe^;lov^■r. #x@^{c:^(D^^^^gg>r§o -|^^(s3)-e^$tt 
s^fb^i^f*. tfr^(D-^^ (N4) -e^$tb6{b^i^oi^«S^^^i-6ri:t^ J:oT 
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[0292] ^SIX^ 

1-9 

1-10 

[0293] R'°CHO^(DHJ^;^X@iC*5V>-C^ffl$tt^jl7C^J^b'Cf*. 7Km^b4N'>^-:J-hy'>A 
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[0295] •^^;VJ>.4^Y4;vm^7<XM^my^ ^fh^4^Y4M\M}i\^X\%^ ^*L< . ^5^^ 
[0296] T^:;^/^^AX@-e^Sffl$tb^T^-^y^b^Ji!bT«. $f*b<?*. 1, 3-lf;^(tert 

[0297] mS2X^ 
[0298] 
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Mb26] 




H2N 

[0299] mTium 

1-5 

[0300] R"CHO^OSJ^:X@T*^ffl$tb6^^tLT}*. ^^5^7— /V. n^^y— /V, -ry:/n 
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[0302] T^i^/mmArM'C^m^tl^TKi^MtmtLXl'i. ^*b<f*. l, 3-t*>^(tert 

[0303] mT2X^. 
[0304] UM 

xh^—^^ (ui) xm^n^jt^m^wr^(Dom(DMoi—o2JLm^^^ 

ir^^tii^X^^o 
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[0305] muixM. 

3 

^T. (EtO) P(0)CHCNt^R)t^:^^^^tlZ.X^m)^^th^o 

2 2 

[0306] Ph P=CHCNt(DRf^.JLW(:mm^tl^mmtL-Xn. i^^b^^W^-. 1, 2-v?i^n 

3 

-efc^o SJ^;mSf*20'C— 60'C-e^ft:>tt§o HJ^?^^f*l— (EtO) 
P(0)CH CNt(D^!t^im'^^^^^ti^MMtl^Xi-i. ^h^tK 

2 2 

[0307] mU2TM 

[0308] musx^. 

[0309] 
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Mb28] 




p6"C ^ r12ch^. 



[0310] mviTfe 
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2 

[0311] hy:7^^/M^/v^^AX@-e'ftffl$tv§^^^bT{*. JlL^t:7«^i/>'. r-feb^h 
y^^/vT^^. fc°y>^i/. 4-v?p<^/^T5:/t°y>?>'/.e^;5s^if ^tb. 0*L<(*. t°yv? 

o 

[0312] v^y/V^2gAX@-tr'ffiffl$tLS^^^bTtt. 0*b<{*. ^nn/J^/V 

[0313] Tiy/^mmAJmx-m.m^ti^^mt\^xi^. t°yv'^. n, N-v'p«^/^4^/^AT5: 

§:^^i!bTf*hy^^/vT^^^. t°y-:^:/. 4-i^p<^/vT^yt°yi^^jfe^;5s#}f ^>^^^ 

[0314] ^2Xfe 

^2XS{*. (V2) T'^$tvS^b^i^(^6"'6^*^SC)|^«ST'fe5by :7 

a.^/k^^/kXfc§v ^^ii/y/^^^l^^b. — j^i*: (v3) -e^^tts^b-^i^^Miti- 

^7tKn:77^. 7K^.eif^5^tf ^tL. 0*b<{*. v^^^/v^— T^/v-Cfe^o ^ffl^tv 

[0316] ^y^);vm(ow^mxMx^m^f\^^mmh\jx\tm^\^<\t. r-feb^hy/v. ^^b^t 
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o 

[0317] mv3x^. 

m^^mifhti. ^*L<{i. hvy/v:tvimmx:^^o Rit^mmitox^-sox^xm^ti 

[0318] mV4X^ 

^V4X@{*. —!^^(v5)xm^ti^it-^m^m^ir^rMxh^, ^ox@f*. 

2 1-6 

[0319] c:^hn^^^^(Z)SJ^;X@'e'(£ffl$tt§^j^^b-C{i^i5'y— /k. ai^y— /V, tertert 

^hy-^i^^h^^^K-efc^o R}tum~io°c—3o°cxn^n^o Rft^mm—e^^ 
mxh^o ^<Dm7cjmxmm^ti^m7vMti.xi-i. 7Km^xiy-^<'^i^'^j>>-mm 

hti. 0*b<^*. 7Km^^xfm^ti^^x:h^o mm^ti^mmti^xi-i^Rft^im 
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[0320] T^Mt^mt(DR!t^rM'cmm^ti^m7t.mtvx\-i. 7Kmi[:^^m^hv^j>>. 
[0321] rnvsnn. 

[0322] 

wmi-i. -^^(.wi)xm^fi^^t^m<D6''m^mm^mAu -wt^iws) d 
^xK''i^Ti^h^?i^/^^m. T^/^^/i^m^mir) xm^ti^it^m^m^ir^ijm 

xhv. un^^imn^mxm^^fi^o mmwMxh^—m^iwDxm^n^ 

it^m^wr^(DAm(DmAiJim^m^m^ir^^t7^)^x^^o 

m29-] 
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OH 



HQ 
HN 




HO 
HQ 



H 



HO ^SP^N-- 

A ^wixe 

o 

W1 (A2, Pl.VI) 



B. R' 



' -< A 
O 

W4 



HO 
HN 



,0S02W 

.O 



A^. 



^N^Vl HO ^7^^^ 

HO OhnX---^nh 

A 



A-N 
H 



W2 



OSO2W 



H 



A^, 



W3 



||W4Xfi 



HO 
H2N 



HOI 



NH2 



W5 

H2N' 

[0323] mWlXfS 

2 

[0324] ;2^X@-e^.ffi$t^^^jKi:U-Ctt. i^fh^^W^-. i^nn^jN/^i^, l, 
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[0325] mW2X^ 

2 

[0326] :^JMX-^m^tl^mmtl.X\^. \i'Vi^:y. N, N-i^^^/V:^/VJ>,T^h\ mt^^ 

t-yv^v-efe^So HJi£^?ai^Jio'C— 3o°c-efTtPtL§o Si^i^^r^fii— s^^-efc^So 
[0327] mw3T.n 

. -ls^(w3)-e^$tb§^b^#)^-^hy'>ATv?K^^s^s$-&. ^v^-e^£^i-^T 

[0328] Ti^h^^tJ:nxmm^tl^mmt\^XnThy\^Vv2^9l^. l, 2^^p«h=ar 

[0329] mT^rMx^m^MmjcmtL-xi^^ 7i<.mtti,icm\^^^^<9i^'C7J>>-^m. 

[0330] mw4x^ 

^i^xn^^t-d^x^^o 

[0331] 
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m. tKn=¥v@^^. %m. ^^>m. m^m. i^^^m. ^M>^m. -^^t'/v^. m 
[0332] mmmm. 

[0333] ^.mi^m 
[0334] mm 

m. mmi^. mm^^. bi^^*^^^^. :s(immmmmmm^mif^^tmx^. 
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m^m i^w^^ti9^m>L^< nmtmam^. ^v^^t^mm tc^^i-^r ^^-^A>-e 
i^fi. ^p*fc{i#^p mK.\^. m^. ^T^^. liLj^^^. u^n^. m 

mim. mmnk ^mm^imu rn^mk mmn. ^^m. mmmmnu 
vsmnu ^m^^nk mmim. ^^mmk mmmk v^mm.n\mmnmmm\ 

. m^u. fL«t. D-'^>::^v—7v^ m^^ -fv^m. fi^-fi^. -^9^^. ^^/v-fe/vn 

-^>:^t2T'=3r;^hy>^. TweenSO. ^^Ib-^^hy^i^. ^5?t^^;?|5#tf t>tL^o S-^ftf^ 

mmm 
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^T<DmMMi^^^^X. T}V^tl-yl^^ 3,2'. 6'-hy-N-t->'>drv';(;/k7K^/V 

4696-^<k^|gti|B«cO^&t^tJ^o-C'^j^feb/c^)(D-efc6o ^fc. 2'. 3. 6'-hy-N-( 
t-y>=ariX;;(;/V7j^'^/V)-3' -N-hy:7/^;^nT-fe^/^-3' , 4'-v?t'1:Kpv?-^;^7->^ 
i!^*. 3', 4*-^;^■7=^tKas;?^;^;^X^^^^V^T. #MBS55-164696-^<i^f#(D;^^(ei 
^oX^^l.fch(DX-h^o 2% 3. 6'-by-N-(t-:/h^i/;^/VjJ^^rz/v)-3'- 
N-hy^/V:^nT-fe^/V-3', 4'-v'-xtKn>^^;^v':/^{*, 3', 4'-v'-xtKnv'-< 
;5;v'>^^fflV^T. #^BS55-164696^^#(D;^^tCt^eo-C-^^L/ctjCD-efe;5o * 
fc. 3', 4'-v?^^tKnT/V-<;^v'^i:{*. #<2^BH63-10719-S-<i^^lBft(O;^^*{c:tJe 
oT'a'^Ufct)<D-efeSo 3, 2', 6', 3"-v"h9-N-t-:rh^iy;5;/VJJ^':=^/V-3' 
, 4'-v?T'tKn-4'''-p-^hdr^>^>^^^/V;^dev/;^7/k;j<^/VT/l-^;^;v/>'^f*. #^ 
BS55-81897-^<2^#(;);^&l;itt§oT'a^^bfct)<Z)-efe^o 

[0337] mmm\i 

5. 4"— :^j^fc°T/v^:»iy:^ 
Mb30] 

HO r-OM 

[0338] m^^TM^-(^) 
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NHBoc 



BocHN 



[0339] Mj^X^l-(b) 



FABMS:m/zll55[M+Na]^,1171[M+Na]"^o 
[0340] Mi^XlSl-(c) 

■^/^:5S^,2^^m#bfc^. ^?a*T*#mu lNF^it#LfCo M^?g{;i7K0. 75m 

[>fb:33] 



[^b32] 




BocHN 




BocHN 



FABMS :m/z 1 363[M + Na] ^ , 1 379[M + K] ^, 
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[0341] mi^TM.l-(d) 



[0342] m^nm-Ce) 



[>fl::34] 




BocHN 



[>fk35] 




BocHN 



FABMS:m/zl405[M + Na] ^ , 142 1 [M + K]^, 



[0343] Mj^X^.l-(f) 
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Wb36] 



O hnS^^^SIS NHBoc 
BzO, "J OAc 



BocHN 

[0344] Mj#T.ISl-(g) 
Mb37] 

HO-'V^^x BocHN -/Triy^ 

'"'"''^^ r°'^NHBoc 
OHN^Ji^^SlSNHBoc 
BzO. / OAc 



_ O 

BocHN 



FABMS:m/z: 1567[M +Na]'^o 
[0345] Mj^X^l-(h) 

S}tX@l-(g)t^T#fc_hfB(^{b^i^O. 84g^. m\:.?^^^>SmUZ.xmM\^. 

mmx^fio ^(DmmK. iikw-m.wm\^xi2Qi'x:x2nf^m^-^^fmm.-^i^^^o. 
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Mb38] 



BzO, OAc 



_ d 

BocHN 



[0346] t^^T.^I-(i) 

j^c«t;iK^-rT-r;^^;!jpx.-C305^«#m.|^iim*iL. TIS(D>ft:'a^i^(o. 72g)^m 

Wk39] 

HO ^OTr 

Hol ..-^v-,^! NHBoc 

O HN \>''*.iiJiNHBoc 
HO, OH 

BocHN 

[0347] W^T^I-(i) 

— 7^/V5mL-e3IlI?5fei^b. 7KS^T^^^T7K'epH7t;ict'^Pb. $^>(c:Bio-Rex70( 
NH llOmL, 100-200mesh)-eWMbT. ^Mt^^b-o-i^rS, 4"-i^3^t:°T/V'^ 

4 

:^^/^-(o. i6g)^#/co 

TSPMS:m/z553[M+H]^ ; 

'h-NMR(D O+ND ) 6 :1.54 (IH, m),1.60 (IH, m),1.93 (4H, m),2.11 (IH, m),2.22 

2 3 

(IH, ddd, J=4.4, 4.6, 12.9 Hz)2.85 (2H, m),2.94 (2H, m),3.02 (IH, m),3.17(lH, dd, 
J=2.9, 10.7 Hz),3.41 (IH, m),3.67 (IH, dd, 2.4, 10.0 Hz),3.76 (IH, dd, J=3.9, 10.7 
Hz),3.92 (2H, m),4.00 (IH, dd, J=2.6, 10.5 Hz),4.02 (IH, m),4.07 (IH, brd),4.27 
(IH, m),4.38 (IH, dd, J=3.6, 9.2 Hz),4.46 (IH, m),4.75 (IH, dd, J=2.3 Hz),5.14 
(IH, d, J=3.4 Hz),5.27 (IH, d, J=3.9 Hz)o 
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[0348] mmm2 
Wt:40] 

9*ioH 



[0349] m^rM2-(^) 
[^[1:41] 

BocHN 

ESIMS:m/zl217[M+H]^ 
[0350] M]^X^2-(b) 

MatX@2-(a)'e#fc_hfB(D^l:-^i^l. Og^fflV^-C. ^*^!|l(DM3tXai-(f) 



[^1:42] 



HO- 



^-"^^^ HO^ r°"^NHBoc 



AcO,, _ 

b 



BocHN 

FABMS:m/zl 159[M+Na]' 
[0351] mmTM2-(c) 

m^rM2-ih)xntiih^m2. 4gMv>-C. M5txei-(g)(D;^^fc:=e^v^, T 

m(Dit^m2. 2g^#/co 
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Mb43] 



^OTr 



OhnWS^^ NHBoc 



Acq 



BocHN 

FABMS:m/zl379[M+Hro 
[0352] M3^X^2-(d) 

^3tX@2-(c)-e#fc'fb^i^O. 74g^ffiV^T. ^M0-r|l-(h) (D;^^fe(^^^ev^, T 

OAC/OTr 

WX-O BocHN -yTT"^ 

^^OiflitiiS:2NHBoc 

BocHN 

FABMS:m/zl443[M+Na]^o 
[0353] m^rM2-U) 

s^jt x@2- (f ) izm V ^fco 

['fb45] 

t^O, BocHN -Trr^ 

r°^NHBoo 
AcO.°7^^=^NHB0C 



BocHN 

[0354] Mi^X^2-(f) 

MatX@2-(e)-CWcaWMi^l70mg^fflV^-C, I^Jfe^!|l(DMatX@l-(i) . (j 
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3mg)^#fCo 
FABMS:m/z555[M+H]^ ; 

^H-NMR(D O+ND ) 6 :1.88 (2H, m),2.12 (4H, m),2.20 (3H, m),2.37 (IH, m),2.52 

2 3 

(IH, m),3.12 (2H, m),3.23 (3H, m),3.40 (IH, dd, J=3.0, 10.7 Hz), 3.66 (IH, m), 
4.03 (IH, dd, J=3.9, 10.7 Hz),4.03 (IH, dd, J=10.3, 27.1 Hz),4.18 (2H, m),4.28 
(IH, m),4.32 (IH, m),4.38 (IH, dd, J=11.0, 27.3 Hz),4.52 (IH, m),4.63 (IH, dd, 
J=3.6, 9.3 Hz),4.67 (IH, ddd, J=4.7, 11.0 Hz),5.43 (IH, d, J=3.2 Hz),5.52 (IH, d, 
J=3.6 Hz),5.88 (IH, d, J=52.2 Hz) „ 
[0355] ^te#il3 

Mb46] 



^3^X^3-(a) 

M5tX@2-(d)-e#/c'fk^i^O. 28g^fflV^.M5gX@l-(d)(D;^&^;l^V^. T 
Mb47] 



[0356] M3^X^3-(b) 

M3tXm3-(a)-e#f'^k'^i^O. 21g^fflV^T. ll»!jl(Z)M5tX@l-(e) (D;^ 





NHBoc 



BocHN 
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BocHN 




NHBoc 



BocHN 



FABMS:m/zl461[M+Na]^ 1477[M+Kro 

[0357] m^^rM.3-(c) 

M5tX@3-(b)-e#fc^l::^^^130mg^fflV^T.M5tX@l-(i) . l-a)<^^& 

mg)^#fCo 
FABMS:m/z571[M+H]' 

^H-NMR(D O+ND ) 8 :1.60 (2H, m),1.92 (4H, m),2.11 (IH, m),2.26 (IH, m),2.85 

2 3 

(2H, m),2.98 (3H, m),3.16 (IH, dd, J=2.9, 10.7 Hz),3.52 (IH, m), 3.77 (IH, dd, 
J=3.9, 10.7 Hz),3.92 (3H, in),4.02 (IH, m),4.07 (IH, brd, J=2.9 Hz),4.24 (IH, dd, 
J=3.1, 10.5 Hz),4.33 (IH, m),4.38 (IH, dd, J=3.6, 9.2 Hz),4.53 (IH, m),5.10 (IH, d, 
J=3.4 Hz),5.23 (IH, brs, J=3.7 Hz) ,5.27 (IH, d, J=3.9 Hz)o 

[0358] mmm4 

[^[:49] 



^5gX@3-(a)-t:Wc'^b-a^^^lOOmg^ffiV^-C.^itXml-(e)(Z);^^fe^^^^^V^, 
['fk50] 




BocHN 



NHBoc 




BocHN 
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FABMS:m/zl446[M+Hro 

[0359] m^jin4-(h) 

mmmi-(i) ^XXfl-(3) (D:)fmKm \ _blE4-(a) -X^mcit^m (52mg) ^ 
FABMS:m/z578[M+Hr 

*H-NMR(D O+ND ) 8 :1.54 (IH, m),1.60 (IH, m),1.92 (4H, m),2.12 (IH, m),2.19 

2 3 

(IH, ddd, J=4.5, 12.9 Hz),2.86 (2H, m),2.95 (2H, m),3.04 (IH, m),3.14 (IH, dd, 
J=3.0, 10.7 Hz),3.34 (IH, m), 3.78 (2H, m), 3.95 (2H, m),4.00 (IH, m),4.09 (2H, 
brd),4.24 (2H, m),4.37 (IH, dd, J=3.6, 9.3 Hz),4.46 (IH, ddd, J=3.6, 11.5 Hz),4.61 
(IH, brs),5.16 (IH, d, J=3.4 Hz),5.30 (IH, d, J=3.9 Hz)o 

[0360] mmM5 

[>fk51] 



MMM4'^^^^fcit^m : 5— 7'^:^=3rix-4"-^fc -5-^t°T>^KT/V--^;^v/>' (8. 3 
mg)^;!K5. OmU^mfm^. T/V=f>'^^TlO% Pd-C(8. Omg)^lJ\\ K.fc^. 
m^^n^^^UX-SmmmWl^fCo RJ^LM^-^^^hmmi^t^KD-h. CM-Sephadex 

4 

^^iy>{5. 7mg)^#fCo 
FABMS:m/z552[M+H]^ 

^H-NMR(D O+ND ): 5 1.57 (IH, m),1.62 (IH, m),1.97 (4H, m),2.15 (IH, m),2.23 

2 3 

(IH, m),2.89 (2H, m),2.98 (2H, m),3.05 (IH, m),3.20 (IH, dd, J=3.2, 11.0 Hz),3.47 
(IH, ddd, J=4.4, 11.7 Hz), 3.74 (IH, dd, J=3.4, 10.3 Hz), 3.79 (IH, dd. J=3.9, 11.0 
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Hz),3.94 (2H, m),4.04 (2H, m),4.12 (2H, m),4.22 (IH, dd, J=6.1 Hz),4.41 (IH, dd, 
J=3.4, 9.3 Hz),4.52 (IH, ddd, J=3.6, 7.3 Hz),5.16 (IH, d, J=3.2 Hz),5.30 (IH, d, 
J=3.9 Hz)o 

[0361] '^mme 

Wk52] 




M5tx@3-(a) -e#f'^t:^#; (loomg) ^fflv ^. M5txmi-(e) (D:ifmicm\ 

BocHN ^ 

OH 

[0362] Mj^X^.6-(b) 

^ffl V ^'C. ^McOib-^i^ : 5-T':^=¥v'-4"-^t -5-^t° (2-tKn=3rv'^^/V) 

yT/]^^^iy> ( 1 3mg) ^#/Co 

FABMS:m/z596[M+H]^ 

^H-NMR(D O+ND ): 5 1.56 (IH, m),1.65 (IH, m),1.99(4H, m),2.17 (IH, m),2.26 

2 3 

(IH, ddd, J=4.9, 13.2 Hz),2.90 (2H, m),3.00 (2H, m),3.08 (2H, m),3.17 (IH , 
m),3.27 (IH , m),3.46 (IH, m), 3.80 (IH, m), 4.00 (5H, m),4.13 (IH, m),4.15 (IH, 
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dd, J=3.2, 11.0 Hz),4.27 (IH, dd, J=5.8, 5.9 Hz),4.41 (IH, dd, J=3.4, 9.2 Hz),4.65 
(IH, ddd, J=4.2, 11.7 Hz),5.17 (IH, d, J=3.2 Hz),5.30 (IH, d, J=3.9 Hz)o 

[0363] mmm? 

Wb54] 



m^rMi- (i) ^^xf^ G) (D:^mKm \ M5tx@2- (d) x-m^it^mTSmg^m 

V ^XWM<Di[:^m : 4"-3zt°T/V^;(; (24mg) ^#/Co 
[0364] FABMS:m/z553[M+H]^ 

^H-NMR(D 0+ ND ): 6 1.70 (2H, m),1.90 (IH, m)2.00 (3H, m),2.19 (2H, m),2.92 

2 3 

(2H, m),3.02 (2H, m),3.12 (IH, ddd, J=3.7, 12.4 Hz),3.18 (IH, m),3.20 (IH, m),3.61 
(IH, dd, J=9.1 Hz),3.85 (IH, dd, J=3.8, 10.7 Hz),3.97 (4H, m),4.13 (IH, m),4.16 
(IH, brd),4.22 (IH, ddd, J=4.3, 9.7, 13.4 Hz),4.44 (IH, dd, J=3.6, 9.2 Hz),4.51 
(IH, m)5.39 (IH, d, J=3.8 Hz),5.41 (IH, d, J=3.9 Hz)o 

[0365] mmm\8 

[^b55] 
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Mb56] 




BocHN 



FABMS:m/zl435[M+K]^ 
[0366] mi^rM.8-(h) 

^7V= 5 : 7) -e*tMLTIEC0^[:'^i^l09mg^#/Co 

^OTr 

BocHN -TTT^ 
BocHN HO n ■'•'^K.L.^ 

OA^ JTa^,^^ ' NHBoc 

BocHN 

FABMS:m/zl385[M+Na]\ 1401[M+K]^ 
[0367] Mi^JinS-ic) 

[ib58] 

^OTr 

V^^O, BocHN 'TX-'-y 

^^^O^OiSXi^NHBoc 

BocHN 

[0368] Mj^X^8-(d) 

M5tX@8-(c)Tl#fc^b^i^^fflv>T. S:^xml-(e)(D;^fefeiz:^^§v^, TfB(D 
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Mb59] 



BocHN 



OA); r 1 

^„ opS^SS^SISnhboc 




NHBoc 



BocHN 



FABMS:m/zl427[M+Na]^o 
[0369] ^j^X^8-(e) 

^5tX@8-(d) -e#fc^^:'^^^25mg^fflV^•r. M5tX@l-(i) *3j;TJ?l-a) 
Km ^ ^ tlS(^^b^i^ : 4"-'f:t^iy-5-:r.\::°T/P^^ 1^1^ ( 1 Omg) ^#fCo 
FABMS:m/z537[M+H]^ 

^H-NMR(D O+ND ): 5 1.30 (IH, m),1.40 (IH, m),1.47 (IH, m),1.78 (4H, m),1.91 

2 3 

(IH, m),2.00 (IH, m),2.08 (IH, m),2.72 (2H, m), 2.83 (2H, m),2.89 (IH, m),3.16 
(IH, m),3.28 (IH, m),3.33 (IH, dd, J=3.8, 10.2 Hz),3.52 (IH, dd, J=2.2, 10.3 
Hz),3.60 (IH, dd, J=7.6, 12.1 Hz),3.70 (IH, dd, J=2.7, 12.1 Hz),3.84 (IH, m),3.92 
(IH, m),4.16 (IH, m),4.25 (IH, dd, J=3.6, 9.5 Hz),4.31 (IH, ddd, J=4.6, 12.2 
Hz),4.57 (IH, brs),5.01 (IH, d, J=3.4 Hz) ,5.12 (IH, d, J=3.8 Hz)o 

[0370] mw.m9 

1-N-r (S) - (3-T$ y-2-bKpdr'>^P-/-^ /^;V) 1-5. A"-^J=n.\£^J^i]^^:y 
[^b60] 



M3^X%9-(a) 
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NHBoc 



[0371] Ui^rM9-(h) 

L^^ipx.. mux-—mmw\^tio ^(DKiitsm^uj^mmu Tm(Di[:^im^mco 

Mb62] 



[0372] m^^TM9-(a) 



[0373] Mi#X^^9-(d) 
[^b64] 




[>fl:63] 



NHBoc 
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[0374] M3^X^9-(e) 




o 

BocHN 



-^V^o. BocHN "TTr-y 

A^^...^^ NHBoc 



;g,NJW-*i^NHBoc 

[0375] Wj^X^9-(f) 



Mb66] 



[0376] W^^TM^-i^-) 
[fb67] 

^OTr 



NHBoc 



[0377] M3^X^9-(h) 

M5gX@9-(g)-e#fC'fb^i^l. 2g^^V^-C.^^X@l-(h)(D^&^^^^§V^. T 

[>fb68] 

AcO (--OTr 
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[0378] M3^X^9-(i) 

AcO <^OTr 

[0379] Mj^X^9-(i) 
[>fb70] 

AcO ^OTr 

t-^^O. BocHN -77^—7 

[0380] Mi#X^9-(k) 

M3tX@9-(j)-e#fc^b^i^O. 20g^fflv>-r. M3gX@l-(i)(D;^)fe^;l^^§v^, T 
[fb7i] 

HO ^OTr 

V^°v BocHN 
'"'"^^ r°^NHBoo 

[0381] Mi#X^9-(l) 

M5gXe9-(k)-e#yt^b^#/75mg^^^y-/V{C^#Fb. =¥^0. 23mL. /^^v^ 

^^:^iy^j>,xMmi^tc^ ^(Drnm^Mmm^mu Tm(D^t^m46mg^mc. 

[fb72] 
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BocHN 



HO 




NHBoc 



[0382] mi^rM.9-(m) 



[0383] Mi^X^9-(n) 

3^3tX@9-(m) -e#fc{b;'a^i^20mg^90%h!;:7/V:^ti@^^;^<2mLl3:^jlP^b. 4 
^r^«#bfCo ^J^:?S^^iEliiPi^. ^2mLl;i^^^L. ^■^^i;^'>A^m20mg^;OPX. 

o aS^CM-Sephadex(NH ^)XmmU WM<Dj[:-B-!^:l-N-[(S)-(3-T^y 

4 

-2-tKndf i/^cix-^y^/V) ]-5, 4"-v=3it:°i^^:^iy^ (lOmg) ^#/Co 
FABMS:m/z539[M+H]^ ; 

^H-NMR(D O+ND ) 8 :1.33-1.54 (2H, m),1.75-1.88 (3H, m),2.05-2.13 (IH, 



m),2.69-2.83 (2H ,in),2.86-2.95 (2H, m),3.00-3.09 (2H, m),3.20-3.33(lH ,m),3.54 
(IH, dd, J=2.5),3.64 (IH, dd, J=4.0, 10.8 Hz),3.79-4.00 (3H, m),3.86 (IH, dd, 
J=2.3, 10.8 Hz),3.96 (IH, d, J=1.9 Hz),4.12-4.18 (IH, m),4.22 (IH, dd, J=3.9, 6.9 



[^b73] 




HO 



OTr 



ZHN 
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Hz),4.30-4.38 (IH ,m),4.56 (IH, s),5.02 (IH, d, J=3.2 Hz),5.14 (IH, d, J=4.1 Hz)o 

[0384] mmmio 



[0385] Mi^X^lO-(a) 

FABMS:m/z567[M+H]\ 
[0386] ^jfe^'lll 

['fbTS] 



3, 2', 6'-hy-N-t->^>^^/;&/VJj^'^/V-4"'-N-p-p«h^i/^>'i:;'/V::i-=3ri/;57 

MJ^^^/VT^^O. 84mL. -^^/XT/V^'tKO. 46mL^ 

;!)Px.. ^?a-e2^F^«#Lfco ^J^:^s^Mffi^li^^ v?-ry:7'nt:vva^— 





OH 
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PMZHN 

FABMS:m/zl 107[M+Hro 

[0387] mmrM.ii-(h) 



Wb77] 




NHBoo 



PMZHN 



FABMS:m/zl 121[M+Hro 
[0388] Mj^X^.ll-(c) 

m^r.m- (b) - 1- (j) (D;^felc:^v _h|E (b) TWc^b^i^^ffl V >THJ^:^ff 
adex(NH "')^fflV^■r*t^L^ffi(0^b'^^^:5. 4"-v>3ih-3"-N-^^/VT/V-<;^ 

4 

FABMS:m/z567[M+H]'o 
[>fb78] 
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OH OH 

'r—k OH 
f o 

H2N 

-50 (NH ^)KXmU\.. yt^(Dit^^A. 9g^#/Cc, 

4 




FABMS:m/z687[M+H]^ 
[0389] M3^X^12-(b) 

M3^X@12-(a)-e#fc^b'^i^4. 9g^l00mL(Z);^C(;i^^^U, ^^5?/— /H50mL, 

8. Og^#/Co 




BocHN 



[0390] M3^X^12-(c) 

M5tX@12-(b)-e#/c^t;'^^^. 80mL(Dl, A--J:t^-^ly\zmW^. 16mL(^;^C 
^;[jpx.. lO%Pd-C 0. 5g^;(JPx.. ;!Klg#ffl^T. ^^K^ilTcS^S^frofco -fe 
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HO 



BocHN 



[0391] M3^X^12-(d) 

M5tX@12-(c)-e#fc^b^i^6. Og^lOOmL(Dl, 4-v?:^df-i^>^^;I^^b. 10 

f'^^ lili^HLf'o 100mL(Dl, 4-v':^^i^-:/t^^;e)^b. 100mL(D^^y— /V^ 

M^fz.o zKm^b4N'>^-:hhy!>Ao. 24g^MK.x. 2mmm:^i^fco R}t^m^Uf±m 



[0392] Mj^X^12-(e) 



[^b82] 




BocHN 



[>fb83] 
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BocHN 



[0393] mY^jmi2-m 

— /V:T^^c=:T^=100:10:l)fCT*tMU TIB(D{b'^i^l. Og^#fCo 
Wb84] 




BocHN 



[0394] mmrMA2-u) 

M3tX@l2-(f)-e#/c<t:^i^lg^fflv>T. M3tX@l-(b)(D;^fe(citJev>, TIE 

[^b85] 




BocHN 



[0395] M3^X^12-(h) 

mi^rMl2-(g)-Vmci[^^mi. 2g?rt°yv?>'7mL{;i^^U. M;!K@^». 25m 
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-r^^^^^j^Kx^^rnvfco ^(Dmm^mj^mmv. mm^iyv^^^v-^yj^^^n^h 




BocHN 

[0396] ftlj^T.^12-m 

mm.^^:^^^^M^xm.m^. mmmM\^x^ TiB<3o^b^i^o.34g^#/co 

Mb87] 

^OH 

HO^^V^^v BocHN ^77r-^ 

BocHN 

[0397] Wj#T.^12-(i) 

M3txml2-(i)-e#fc{b^^^250mg^fflv^T.MatX@l-(g)(Z);^?iic^^^v\ 

[^b88] 




BocHN 



[0398] ^j^X^12-(k) 



wo 2005/070945 



119 



PCT/JP2005/000767 



Wt:89] 

tS^o^ BocHN -/Tr-^ 

^^^^'^^^ r ^^NBoc 

OiH^7S>iS:5NHBoc 

BocHN 

[0399] W^T^12-(n 
Wb90] 

tS^O BocHN VTr^ 

BOCHN MsO^ r^^NBoc 

Of^^i^iiS^SlONHBoc 



BocHN 

[0400] tSt^T^12-(Tn^ 

M3tX@12-(l)-e#fc>^l:-a^i^70mg^fflV^T. M3tX@l-(e)(D;^^fe^^^^ev^, T 

[^b91] 

OJiN^i^^NHBoc 

BocHN 

[0401] M3^X^12-(n) 

M3tX@12-(m)-e#fc>fk'^i^35mg^fflV>T. ^5tX@l-(i)*5j;TJ?l-G)(^ 
t-t^^ V ^ , mm(Di\:^m •. S , A"--J=rM°-Q * -N-^^/]^T/V-<:fyiy> ( 3mg) ^# 

FABMS:m/z567[M+H]^ ; 

'h-NMR(D O+DCl) 8 :1.62 (IH, m),1.88 (IH, m),1.99 (IH, m),2.04 (IH, m),2.10 
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(2H, m)3.26 (2H, ra),2.82 (3H, s),3.16 (IH, dd, J=9.0, 13.0 Hz),3.25 (2H, m),3.30 
(IH, dd, J=2.0, 13.0 Hz),3.59 (IH, m),3.62 (IH, dd, J=3.1, 11.2 Hz),3.73 (IH, 
m),3.80 (IH, dd, J=8.8, 12.0 Hz),3.87 (IH, dd, J=2.7, 12.0 Hz),4.05 (2H, m),4.22 
(3H, m),4.36 (IH, dd, J=3.8, 9.3 Hz),4.41 (IH, m),4.80 (IH, m),5.26 (IH, d, J=4.0 
Hz),5.47 (IH, d, J=3.7 Hz)o 

Mb92] 



Mi1jrX^13-(a) 
Mb93] 



FABMS:m/zl259[M+Kro 

[0402] mi^n:ni3-(h) 

M3tX@13-(a)-e#fc^b^i^ll. 6g^ffiV^T. mi^JiUl-(d)(D^m^^1^^\ 
Mb94] 





-OAc 



BocHN 



NHBoc 



BocHN 



AcO-^ 
BocHN 




NHBoc 



BocHN 
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FABMS:m/z 1321 [M+Na]\ 1 337[M+K]^ 
[0403] M3^X^13-(c) 

Wb95] 



FABMS:m/zl263[M+H]^o 
[0404] mmTM.13-(d) 

FABMS:m/z553[M+H]' ; 

^H-NMR(D O+ND ) 8 : 1.27-1.48 (2H, m)1.64-1.80 (4H, m),1.85-1.95 (IH, 

2 3 

m),1.98-2.07 (IH ,m),2.60-2.86 (5H, m),3.02 (IH, dd, J=10.3 Hz),3.17-3.26 (2H, 
m),3.39 (IH, ddd, J=1.2, 3.9, 10.3 Hz),3.46 (IH, dd, J=1.2, 10.3 Hz),3.67 (IH, dd, 
J=6.9, 12.1Hz),3.77-3.93 (4H, m),4.17 (lH,dd, J=3.7, 9.3 Hz),4.25 (IH, dd, J=4.4, 
11.7 Hz),4.50 (IH, s),4.94 (IH, d, J=3.2 Hz),5.40 (IH d, J=3.9 Hz)o 

[0405] mmm\i4 



AcO^ 
BocHN 




NHBoc 



BocHN 
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Wb97] 




NHPMZ 



PMZHN 



[0406] Mi^X^14-(b) 
Mk98] 

^OBz 

PMZHN^^ HO^^f "^NHPMZ 

„ ^ Ofi^i^:^^NHPMZ 
BzO, 



PMZHN 

[0407] Wm^n.lA-ic) 

M5tX©14-(b)-e#fc^b^i^Mv^T. $S3tX@4-(a)<D;^&i^tJeVN. TfBC> 

[^b99] 
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■OBz 



I I 



NHPMZ 



BzO, ✓ 



o^:j;;[XS^!2nhpmz 



PM ZHN 



[0408] M3^X^14-(d) 

'fyt^iy-5-::^\fT'^^/VT^/T/V^:i^iy>' (6mg) ^#fCo 

FABMS:m/z594[M+H]'o 
[0409] ^Ife^rlis 

['fklOO] 



M^tX@2-(a)(D;^?it^|^ev>MJ^?$-frfCo :l5b-C#fc{b^^^^fflv^TM3tX@l- 
(d) (D;^fefctJ^v ^SJ^?$^i^fcm . Mj^X@i- (i) So J;U?l- 0) <^^&t-t^v ^J^^M:M 



FABMS:m/z63 1 [M+H]^ ; 

'h-NMR(D O+DCl) 8 :1.69 (IH, m),1.92 (3H, m),2.15 (3H, m),2.34 (IH, m),3.12 

2 

(3H, m),3.41 (2H, m),3.47 (3H, s),3.67 (3H, m),3.95 (5H, m),4.27 (IH, m),4.35 (2H, 
m),4.44 (IH, m),5.18 (IH, d, J=3.6 Hz),5.50 (IH, brs),5.58 (IH, brs)o 
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[0410] 



5— y^:^=¥v--5-rcb°^PPT7V^;^v 



WblOl] 




m^jim- (b) (Dj^m^m \ x@i s- (b) -(^ntz.it-^m^m v ^TTfE(^ 

Mbl02] 



[0411] Mi#X^16-(b) 

Miitx@l-(i) *5j;tJ?l-a) (^;^&t-ti§v M5tx@l5-(a) -CWc^b^i^^ffl 
FABMS:m/z571[M+H]^ ; 

^H-NMR(D O+ND ) 6 :1.62 (IH, dddd, J=3.90, 13.67, 13.67, 13.67 Hz),1.85 (IH, 

2 3 

ddd, J=12.7, 12.7, 12.7 Hz),1.90-2.10 (4H, m),2.17 (IH, ddt, J=3.42, 7.81, 14.16 
Hz),2.34 (IH, ddd, J=4.39, 4.39, 12.7 Hz),3.09 (IH, dd, J=7.33, 13.19 Hz),3.17 
(2H, dd, J=6.84, 6.84 Hz),3.27 (IH, dd, J=2.93, 13.18 Hz),3.38 (IH, dd, J=10.26, 
10.26 Hz),3.58 (IH, dd, J=9.77, 9.77 Hz),3. 58-3.63 (IH, m),3.69 (IH, dd, J=7.33, 
12.21 Hz),3.81 (IH, dd, J=3.90, 11.23 Hz),3.87-3.97 (3H, m),4.05-4.13 (IH, 
m),4.28 (IH, dd, J=3.41, 9.27 Hz),4.30 (IH, dd, J=2.93, 9.77 Hz),4.38-4.45 (IH, 
m),4.42 (IH, dd, J=2.93, 10.74 Hz),5.15 (IH, dd, J=2.93, 2.93 Hz),5.17 (IH, d, 
J=3.91 Hz),5.35 (IH, d, J=3.42 Hz)o 




NHBoc 



BocHN 
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[0412] mmmi7 

Wbl03] 



M3t XS4- (a) \ Mit xm 1 3- (b) -x^mcit^m^m v ^-c t ibo 

Mkl04] 

OAc 

NHBoc 



OHNS:j^l2NHBoc 



BocHN 

[0413] Wj#T.ISl7-(b) 

FABMS:578[M+H]^ 

[0414] mwMis 



HO I T-o ' 
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FABMS:m/z552[M+H]^ ; 

^H-NMR(D O+ND ) 8 : 1.27-1.48 (IH, m)1.33 (IH.q ,J=12.8 Hz),1.67-1.80 (4H, 

2 3 

m),1.87-1.97 (IH, m),2.01 (IH.dt, J=4.7, 12.8 Hz),2.62-2.87(5H, m),3.02 (IH, t, 
J=10.1 Hz),3. 15-3.30 (IH, m),3.38 (IH, dd, J=3.9 Hz, J=10.1Hz),3.52 (IH, dd, 
J=3.1 Hz,J=10.3 Hz),3.73-3.87 (6H, m),4.19 (IH, dd, J=3.6, 9.5 Hz),4.26-4.35 (IH, 
m),4.93 (IH, d, J=3.4 Hz),5.17 (IH, d, J=3.9 Hz)o 
[0415] ^1ife^'ll9 

Mbl06] 



Wbl07] 



[0416] Mi#Xf^l9-(b) 





[>fbl08] 
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BocHN- 




NHBoc 



[0417] mmTM.r9-(c) 

dr^>'-5-nifc°^^p{^/VT5:yT7V^;*iy^ (8mg) ^#/Co 
FABMS:m/z580[M+H]^ 

[0418] mw.m\2o 



mXlS20-(a) 

SJ^:$-fr. $^)l;iM5tX@i-(i)*3j;T^i-G)<^;^^t-t^§oTmi!S:Slb. ^^Sco^b^ 

: 5-'f:t^^^-5-:x.}i^^>':/4/^T^/T/]^^^iy> (8mg) ^#fCo 
FABMS:656[M+H]^ 

[0419] mw.m2i 
[^biio] 
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(Dit-^m : ^-f:t^l^-5-=^\f^^^^J/VT^/T/V^^l^l^ (30mg) ^#fCo 
FABMS:m/z642[M+H]^ 

[0420] mmM22 
Mbiii] 




W^T.^22-(a) 

M3tx@i 3- (b) -e#fc^b^i^500mg^ffl V ^T. ^itx@i- (i) (^:;^&(;it*ev ^. 

Wbll2] 




[0421] tSt^T.^22-(h) 
['fkllS] 
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NHBoc 



FABMS:m/zl088[M+Na]^o 

[0422] mi^XM22-(c) 

mM(D>it^m : 5-'f:t^^^-5-^\i'^^/]^T^yT/]^^:fy->:y (12. Omg) ^#fCo 
FABMS:m/z566[M+H]^ ; 

'h-NMR(D O+ND ) 8 :1.48 (IH, m),1.60 (IH, m),1.90 (4H, m),2.09 (IH, in),2.19 

2 3 

(IH, m),2.74 (3H, s),2.84 (2H, m),2.94 (2H, ni),3.01 (IH, m),3.15 (IH, dd, J=9.7, 
10.5 Hz),3.32 (IH, m),3.40 (IH, dd, J=9.8, 10.0 Hz),3.56 (2H, m),3.72 (IH, dd, 
J=3.0, 10.0 Hz), 3.88 (2H, m),3.99 (2H, m),4.08 (IH, m),4.35 (IH, dd, J=3.4, 9.3 
Hz),4.52 (IH, ddd, J=4.8, 12.0 Hz),5.12 (IH, d, J=3.4 Hz),5.20 (IH, d, J=4.0 Hz)o 

[0423] mmm23 

[^kll4] 



m^:i:M22-ih)<Dmm^m\ aiatX@22-(a)(D{^:-a'^^100mg^ffiV^. 

mg^#/Co 
[^1^115] 
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^OH 



HO OhnX3-A2nHBoc 



NWoc 




FABMS:m/zl092[M+Hro 
[0424] m^rM23-(h) 

ffi(Z)>f b-^i^ : 5-v':t^^^-5-^}i°TV/^T^yT/]y^:fy^^> (12. Omg) ^#fCo 

FABMS:m/z592[M+Hro 
[0425] ^1ife#l24 

[fbii6] 



M3tX@22-(a) T'#fc^b^i^lOOmgMV >-CTIB(D>fb'^i^21mg^#/Co 
[>fbll7] 



FABMS:m/zl095[M+H] „ 
[0426] Mj^X^24-(b) 

mmrMi-(j) (D:)jmKm \ M3gx@24-(a) -e#fc^b^i^^fflv ^T^M(D^b 




BocHN 




NhBoc 
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-a-i^ : 5-'T:t^iy-5-^\i° T^yT/P^^iy>' (16. Omg) ^#/Co 

FABMS:m/z595[M+H]^ ; 

^H-NMR(D O+ND ) 8 :1.48 (IH, m),1.59 (IH, m),1.90 (4H, m),2.08 (IH, m),2.18 

2 3 

(IH, m)2.83 (2H, m)2.92 (4H, m),3.00 (2H, m),3.13 (IH, dd, J=10.2 Hz),3.20 (IH, 
m),3.35 (IH, m),3.40 (IH, dd, J=10.2 Hz),3.55 (IH, dd, J=3.9, 10.2 Hz),3.65 (IH, 
brs),3.71 (IH, dd, J=3.0, 10.1 Hz),3.87 (IH, m),3.97 (2H, m),4.06 (2H, m),4.34 
(IH, dd, J=3.5, 9.8 Hz),4.59 (IH, m),5.10 (IH, d, J=3.4 Hz),5.19 (IH, d, J=3.9 Hz) 



[0427] mmm25 

Mbll8] 



.M3tX@22-(a)-e#fc^b^i^lOOmg^ffiV^i:. rm<Dit^m25. Omg^#fc„ 
Wbll9] 



FABMS:m/zl096[M+H]^ 
[0428] mmTM25-(h) 

mMJMl-(3)<D:f7m^m\ M5tX@25-(a)-e#fc>fb^f^25. Omg^fflV^T 
UM(Dit^!Si^ : 5-7'':^=arv^-5-3it° (2-tKndfv'3i^/V) TKyT/V^:fJ-^> (11. 




HO' 
BocHN' 




NHBoc 



OH 
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4mg)^#rCo 
FABMS:m/z596[M+H]^ ; 

^H-NMR(D O+ND ) 8 :1.26 (IH, m),1.35 (IH, m),1.69 (4H, m),1.87 (IH, m),1.96 

2 3 

(IH, m)2.61 (2H, m)2.70 (3H, m),2.80 (IH. m),2.89 (IH, dd, J=9.6 Hz),3.09 (IH, 
m),3.17 (IH, dd, J=9.6,10.0 Hz),3.32 (IH, dd, J=3.6,9.6 Hz),3.43 (IH, brs),3.52 
(IH, m),3.65 (3H, m),3.74 (2H, m),3.85 (2H, m),4.12 (IH, dd, J=3.6, 10.0 Hz),4.39 
(IH, m),4.87 (IH, d, J=3.2Hz),4.97 (IH, d, J=3.8 Hz)o 
[0429] 'MmM26 




M5gX@22-(a)-e#fc'fb-B'i^l00mg^ffiV>-CTfB<Z){[:-a-^43. Omg^ 

Mt:i2i] 

HO °HnXJ^^-\^NHBoc 
BocHN I 

FABMS:m/zl 1 lOCM+H^o 
[0430] Mi#X^^26-(b) 

m^rMl-(i)<Difmi^m\ M3tXm26-(a)-e#/c^k'^i^43. Omg^fflV^T 
WiM<Dit^i^ : 5-T^:t^-y-5-^\i'' (3-tKnd5^-:y:/ntVv) T5;yT/v^;>&-^^ (18 
. 5mg)^#fCo 
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ESIMS:m/z610[M+H]^o 

[0431] mmm27 



M3^X^27-(a) 

. 8mg^#:^Co 
Mkl23] 



[0432] M3^X^27-(b) 

5yT/V^;&v/:/(6. Omg)^#fcio 
FABMS:m/z626[M+H]' ; 

^H-NMR(D O+ND ) 8 :1.49 (IH, m),1.60 (IH, m),1.95 (4H, m),2.09 (IH, m),2.20 

2 3 

(IH, m),2.84 (2H, m),2.93 (2H, m),3.03 (IH, m),3.11 (IH, dd, J=10.1 Hz),3.34 (IH, 
m),3.43 (IH, dd, J=9.7,10.1 Hz),3.48 (IH, m),3.57 (IH, dd, J=3.8,10.1 
Hz),3.70-4.09 (IIH, m),4.36 (IH, dd, J=3.4, 9.5 Hz),4.81 (IH, m),5.17 (IH, d, 
J=3.4 Hz),5.22 (IH, d, J=3.8 HzX 

[0433] mw.m28 





Nl-Boc 
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Wbl24] 



HO 




%fdmm^^^/—/\^/^^:t^^lymW. 1:1) SOmLt^ 



FABMS:ni/zl 107[M+Hr 
[0434] «St^T.^2R-(h) 

Mkl26] 



Wbl25] 




NHBoc 
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HO, 



NHBoc 

HBoc 



PMZHN 



FABMS:m/zl 121[M+H]^ 
[0435] mmTM2R-(c) 

TBB(D'ft:^i^200mg^#fCo 
Mkl27] 



CAc 
PMZHN 

FABMS:m/zl289[M+Hr 
[0436] Mi#X^28-(d) 

mg^ffl V ^TTIEfZ^^fb-^f^ 1 34mg^#fCo 
[^bl28] 



_OAc 

aco°hns:s 



NHBoc 

NHBoc 



PMZHN 



FABMS:m/zl331[M+H]^ 
[0437] Mj^T.^28-(e) 

[>fkl29] 

-OH 
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FABMS:m/z657[M+H]* 
[0438] m^Jin28-(f) 

M3gX@28-(e)-e#fc^t:'^i^l9. Omg^;!K5. OmU^mMl^. 1N:^^0. 5mL 

4 

m(Dit^m : 5-:3^t -3"-N-p<^/VT/V^;&iX^ (16. Omg) ^#fCo 
FABMS:567[M+Hr 

'H-NMR(D O+ND ) 6 :1.40 (2H, in),1.77 (4H, m),1.95 (IH, m),2.05 (IH, ddd, 

2 3 

J=4.2, 5.1, 13.2 Hz),2.47 (3H, s),2.70 (2H, m),2.83 (4H, m),3.26 (IH, ni),3.40 (IH, 
dd, J=9.8,10.0 Hz),3.50 (IH, dd, J=2.2,10.3 Hz),3.57 (IH, dd, J=3.9,10.5 Hz),3.70 
(IH, dd, J=7.0,12.0 Hz),3.85 (3H, m),3.93 (IH, dd, J=2.0,12.0 Hz),4.23 (IH, 
dd),4.31 (IH, m),4.54 (IH, dd,),4.98 (IH, d, J=3.6 Hz),5.07 (IH, d, J=3.9 Hz)o 
[0439] ^1ife^'l29 

[>fkl30] 




o 

FABMS:m/z567[M+H]^ 

[0440] 
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Mbi3i] 




H/l 

M^XlS30-(a) 

2 

Omg^#fCo 
Mkl32] 




NHZ 



HQ P=^, 



Oh) "\ I 



[0441] m3^X^30-(b) 



BocHN 



[0442] W^X^30-(c) 

M3^X@30-(b)-e#fc^b'a^^^500mg^i^^a7J^/^i^l2mL. ;^C6mL(;i^^^L. 
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Wl::l34] 



BocHN 



CHO 



[0443] ^3^X^30-(d) 
[>fbl35] 



OH 



BocHN 



[0444] mi^-j:n3o-(e) 
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FABMS:m/z583[M+H]^ 

[0445] mmmsi 



FABMS:m/z625[M+H]^ 

[0446] mmm\32 

[^bl37] 



TsOH-H2O100mg, ^l^:^T/V'f't:h^i^^^/l-T-^i^—/V2inL^MK.. 5X:KX5 

v?>'30mL, mTkw^mi. 5mL^;^p;t, 0 f^mwi^fco ^(D^mmfi^?^^y— 



Lime-] 




HO. i 



HI 
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Wbl38] 



[0447] M3^X^32-(b) 



[0448] mt^T.^32-(c) 

m&'XM^- (b) <D;^^(;it^ev ^. BitXe32- (b) -e#fc>fb^i^67mg^ffl V ^T^^^ 

[^t:i40] 




[>f[:l39] 





BocHN 



[0449] ^3^X^32-(d) 
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M5tX@l-(d) (D:}jmiZ.m\^\ M3tX@-(c) -e#/c^b^^^25mg^fflV^TTfB 
Wbl41] 



TSPMS:m/zl303[M+H]^ 
[0450] m^rM32-U) 

FABMS:m/z537[M+Hr 

[0451] mmm\33 

['f[::l42] 



^^i^Mbfc^. mfz.it^m. 33g^^V^T. ^jtX@l-(g)(D;^^fet^tJ§V>, TIB 
['fkUS] 




BocHN 




HO, / 



OH 



^OTr 



NHBoc 



BocHN 
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[0452] M3^X^33-(b) 



BocHN - 

NHBoc 




BocHN 

[0453] Mi^X^33-(c) 

^3tXe33-(b)-T?#/c^t:'^i^O. 36g^v^^^/V:3i— ^^VO. 75mL*5j;W^O 

DMSOl. emLKMMl^. }l'Vi^l^O. 085mL, h])y/^^:^^WfMO. 027mL, *3 
[^bl45] 



OHC 

AcO'-C^-O BocHN-2orZ^ 

n'^NHBoc 
O HjiX^iS3 NHBoc 



AcO/,^^ OH 



BocHN 

[0454] tSt^T.^33-(d) 
[^bl46] 

O2N 



HO^ J 



AcO-V^P, BocHN -/Tr^-y^^ 

BocHn5^ n'^NHBoc 

O hJ]X5^SI5 NHBoc 
AcO/,^^ OH 

BocHN 
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[0455] M3^X^33-(e) 

mM(D^t^m : 6"-T5y^^/V'-5-:3it°T/V-<;^>-^ (20mg) ^#fCo 
FABMS:m/z582[M+H]'o 

[0456] '^mm34 

[>fbl47] 



[>fbl48] 



HO, 
PMZHN 



NHPMZ 

NHPMZ 



[0457] Mi#X^34-(b) 

5NF^»#b/c^. ^?a*-e#mb. 4NF^«#bfCo ^(D^. ^(DmmKM. ImL 

[^bl49] 



^OBz 

Bzbl Jj^^..^^ NHPMZ 
OhnV*^\ NHPMZ 



PMZHN 



BzO ^ ^ 
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[0458] M3^X^34-(c) 

mimi^^Mx.. iB#ra«#Lfcm. mm^^/i^^Mx.. mfmmTkm^hv^j^ 

Mkiso] 

^OBz 



BzO, ^ 



PMZHN 



[0459] M3^X^34-(d) 

^^/^-^^■'^>^'^-^:7^n-^'l'K<7)7"h7tKn:79>^^IS(0. 93mmol/mL)0. 97 

/^=30: l)(C-C*tML. ^^(Dit^miOOm&m^fz^ 

[^bl51] 

^OBz 



O rjTiSi^^SSN H PM 2 

PMZHN 



[0460] Mi#X^34-(e) 

M3gx@i-(i) *5 (^;^ifet-t^ev ^, ^3gx@34-(d) -e#fc>fb^i^ioo 

mgM V ^^StZ^'ffi'^i^ : 5-p<^/VT/V-<:^7iy>' (5. Img) ^#fCo 
FABMS:m/z567[M+H]^ ; 

1H-NMR(D20+DC1 ) 5 :1. 63-1. 73 (IH, ni)1.86 (IH, ddd, J=12.4, 12.4, 12.4 
Hz),1.96-2.03 (2H, m),2.05-2.15 (2H, m),2.21 (IH, ddt, J=3.7, 7.1, 14.7 Hz')2.31 
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(IH, ddd, J=4.4, 4.4, 13.0 Hz),3.21 (2H, d, J=7.1, 7.1 Hz),3.21 (IH, dd, J=6.8, 13.1 
Hz),3.32 (IH, dd, J=3.5, 13.5 Hz),3.37 (3H, s),3.42 (IH, dd, J=10.5, 10.5 
Hz),3.47-3.56 (IH, m),3.63-3.68 (IH, m),3.75 (IH, dd, J=10.0, 10.0 Hz),3.79-3.84 
(3H, m),3.87 (IH, d, J=10.8 Hz),4.02 (IH, d, J=10.7 Hz),4.06 (IH, dt, J=3.2, 10.3 
Hz),4.10-4.16 (IH, m),4.18-4.25 (IH, m),4.31 (IH, dd, J=3.6, 9.3 Hz),5.16 (IH, d, 
J=3.6 Hz),5.83 (IH, d, J=3.7 Hz)o 
[0461] ^1ife^'l35 

Mbl52] 

OH 



H,N 

Ty^yi^XDi^::i^^/V::i^—T/Vm^(0. 6mmol/mL) 1 . OmL^Mx.. 7K?nT2^Ffl 

o 

Wbl53] 

^OBz 



BzO 
PMZHN 



o 



PMZHN 

[0462] mY^-TM.^^-ih) 

M5tX@l-(i) 4b-J;tJ?l-a) (7)^&t-t^^V ^. M5tX@35-(a) -e#/c^k^i^(D44 
mg^fflV^T. ^H<7)^b'^i^:5-^hdrv/^^/VT/V^;^v'^^(5. 8mg)^#fCo 
FABMS:m/z597[M+H]^ ; 
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'h-NMR(D20+DC1) 8 :1.69-1.75 (IH, m),1.90 (IH, ddd, J=12.7, 12.7, 12.7 
Hz), 1.99-2.06 (2H, m),2.08-2.16 (2H, m),2.24 (IH, ddt, J=3.9, 7.3, 14.4 Hz),2.39 
(IH, ddd, J=4.6, 4.6, 12.9 Hz),3.20-3.24 (IH, m),3.24 (2H, dd, J=7.4, 7.4 Hz),3.35 
(IH, dd, J=3.4, 13.6 Hz),3.44 (IH, dd, J=10.5, 10.5 Hz),3.50 (3H, s),3.63-3.68 
(lH,m),3.77 (IH, dd, J=10.0, 10.0 Hz),3.82 (IH, d, J=10.7 Hz),3.86 (IH, dd, J=3.7, 
10.0 Hz),3.87 (2H, d, J=2.9 Hz),3.87-3.92 (IH, m),3.94 (IH, d, J=10.8 Hz),4.02 
(IH, d, J=10.7 Hz),4.06 (IH, dt, J=2.9, 10.0 Hz),4.12 (IH, d, J=11.0 Hz),4.26 (IH, 
dddd, J=3.4, 6.9, 6.9, 6.9 Hz),4.33 (IH, dd, J=3.6, 6.9 Hz),4.35-4.40 (IH, m),5.19 
(IH, d, J=3.6 Hz),5.76 (IH, d, J=3.2 Hz)o 

[0463] mw.m36 

Mbl54] 



TSPMS:m/z579[M+Hr ; 

^H-NMR(D O+ND ), 6 :1.38-1.45 (2H, m),1.54-1.63 (IH, m),1.71-1.79 (3H, 

2 3 

m),1.89-1.94 (IH, m),2.10 (IH, ddd, J=4.4, 4.4, 13.2 Hz),2.64-2.68 (2H, 
m),2.75-2.79 (2H, m),2.85 (IH, ddd, J=4.4, 4.4, 11.7 Hz),2.88 (IH, dd, J=10.0, 
10.0 Hz),3.01-3.08 (IH, m),3.30 (IH, dd, J=10.0, 10.0 Hz),3.37 (IH, dd, J=3.6, 
10.2 Hz),3.43 (IH, d, J=10.3 Hz),3.70-3.85 (4H, ni),3.99 (IH, dt, J=2.9, 10.2 
Hz'),4.07 (IH, ddd, J=4.4, 10.8, 10.8 Hz),4.18 (IH, dd, J=3.9, 9.2 Hz),4.98 (IH, d, 
J=4.0 Hz),5.12 (IH, d, J=3.4 Hz),5.53 (IH, dd, J=1.4, 10.9 Hz),5.58 (IH, dd, J=1.4, 
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17.1 Hz),6.09 (IH, dd, J=10.7, 16.8 HzX 



[0464] 



■mmsi 



5-T$ y ^^/VT/V^>&-»- 




[0465] Mi^Xf^37-(b) 
['fbl57] 



[^t:l56] 




PMZHN 
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TSPMS: m/z608[M+H]^ 

^H-NMR(D O+DCl) 8 :1.66-1.77 (IH, m),1.92 (IH, ddd, J=12.4, 12.4, 12.4 

2 

Hz),1.99-2.07 (2H, m),2.08-2.16 (2H, m),2.22 (IH, ddt, J=3.9, 7.3, 14.4 Hz),2.38 
(IH, ddd, J=4.9, 4.9, 12.9 Hz),3.22 (2H, dd, J=7.1, 7.1 Hz),3.23 (IH, dd, J=6.8, 
13.9 Hz),3.34 (IH, dd, J=3.4, 13.4 Hz),3.44 (IH, dd, J=10.5, 10.5 Hz'),3.65-3.70 
(IH, m),3.77 (IH, dd, J=10.0, 10.0 Hz),3.80-3.85 (2H, m),3.87 (2H, d, J=3.4 
Hz),3.91 (IH, d, J=13.7 Hz),3.96 (IH, d, J=13.7 Hz),4.05 (IH, d, J=10.7 Hz),4.08 
(IH, dt, J=3.4, 9.8 Hz),4.14 (IH, d, J=10.7 Hz),4.21-4.33 (2H, m),4.33 (IH, dd, 
J=3.7, 9.3 Hz),5.18 (IH, d, J=3.6 Hz),5.81 (IH, d, J=3.5 Hz)o 
[0466] m^TM-i7-(a) 

4 

=10 : DKXmMU mM<D^t^m 5-T^/^^/VT;V^^%^^^A. Omg^#/Co 
TSPMS: m/z582[M+H]^ 

'h-NMR(D O+ND ) 5 :1. 70-1.81 (IH, m),1.95-2.10 (3H, m),2. 10-2.20 (2H, in),2.25 

2 3 

(IH, ddt, J=3.7, 7.1, 14.4 Hz),2.42 (IH, ddd, J=4.8, 4.8, 12.9 Hz),3.25 (2H, dd, 
J=7.3, 7.3 Hz),3.35-3.40 (3H, m),3.55 (IH, d, J=13.9 Hz),3.56-3.65 (IH, m),3.61 
(IH, d, J=13.9 Hz), 

3.74-3.77 (IH, m),3.78 (IH, dd, J=10.0, 10.0 Hz), 3.88 (IH, dd, J=4.1, 11.8 
Hz),3.92 (IH, dd, J=3.9, 11.2 Hz),3.97 (IH, dd, J=2.2, 12.2 Hz),4.05 (IH, ddd, 
J=2.2, 4.1, 10.0 Hz),4.27 (IH, d, J=11.0 Hz),4.30-4.45 (4H, m),5.29 (IH, d, J=4 
Hz),5.81 (IH, d, J=3.2 Hz)o 
[0467] mWM3S 
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Mt:l59] 



FABMS:m/zl423[M+Kro 
[0468] Mi#X^38-(b) 

;VT;v^^lyy^ (3. 7mg) ^#fCo 
TSPMS: m/z596[M+H]^; 

'h-NMR(D O+ND ),1.38 (1H, ddd, J=12.7, 12.7, 12.7 Hz),1.41-1.44 (IH, 

2 3 

m),1.62-1.79 (4H, m),1.91-1.93 (IH, m),2.22 (IH, ddd, J=4.7, 4.7, 13.2 Hz)2.46 
(3H, s),2.65-2.70 (2H, m),2.76-2.81 (2H, m),2.90 (IH, dd, J=10.3, 10.3 
Hz),2.93-3.01 (2H, m),3.05 (IH, d, J=13.2 Hz),3.10 (IH, d, J=13.4 Hz),3.31 (IH, 
dd, J=9.8, 9.8 Hz),3.39 (IH, dd, J=3.8, 10.4 Hz),3.41 (IH, d, J=10.3 Hz),3.74-3.81 
(3H, m),3.82-3.92 (IH, m),4.04 (IH, ddd, J=2.6, 3.9, 10.3 Hz),4.11 (IH, ddd. 




PMZHN 
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J=4.4, 12.2, 12.2 Hz),4.18 (IH, dd, J=3.7, 9.3 Hz),5.03 (IH, d, J=3.7 Hz),5.07 (IH, 
d, J=3.4 Hz)o 
[0469] ^1ife^l39 

Mbi60] 



^^iy^^{4. 4mg)^#fCo 
TSPMS:m/z 626[M+H]^ 

'h-NMR(D O+ND ) 8 :1.35 (IH, ddd, J=12.7, 12.7, 12.7 Hz),1.37-1.50 (IH, 

2 3 

m),1.60-1.85 (4H, m),1.88-1.98 (IH, m),2.04 (IH, ddd, J=4.6, 4.6, 13.2 
Hz),2.62-2.70 (2H, ni),2.72-2.83 (4H, m),2.85-3.00 (3H, ni),3.00 (IH, d, J=13.0 
Hz),3.05 (IH, d, J=13.0 Hz),3.31 (IH, dd, J=9.8, 9.8 Hz),3.38 (IH, dd, J=3.7, 10.5 
Hz),3.39(lH, d, J=10.0 Hz),3.65-3.73 (2H, m),3.75-3.83 (3H, m),3.85-3.95 (IH, 
m),4.02-4.08 (IH, m),4.13 (IH, ddd, J=3.9, 11.4, 11.4 Hz),4.18 (IH, dd, J=3.6, 9.3 
Hz),5.03 (IH, d, J=4.4 Hz),5.04 (IH, d, J=4.2 Hz)o 

[0470] mw.m4o 
[{bi6i] 




OH 
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TSPMS:m/z625[M+Hr ; 

^H-NMR(D O+ND ) 8 :1.35 (IH, ddd, J=12.9, 12.9, 12.9 Hz),1.42 (IH, dddd, 

2 3 

J=4.9, 12.4, 12.4, 12.4 Hz),1.64 (IH, dddd, J=3.7, 12.4, 12.4, 12.4 
Hz),1.71-1.79(3H, m),1.91-1.93 (IH, m),2.03 (IH, ddd, J=4.7, 4,7, 13.2 
Hz),2.62-2.82 (6H, m)2.88-2.99 (3H, m),2.99 (IH, d, J=13.2 Hz),3.05 (IH, d, 
J=12.9 Hz),3.31 (IH, dd, J=9.7, 9.7 Hz),3.38 (IH, dd, J=3.7, 10.5 Hz),3.40 (IH, d, 
J=10.2 Hz),3.73-3.79 (3H, m),3.84-3.92 (IH, m),4.02 (IH, dt, J=2.9, 9.5 Hz),4.13 
(IH, ddd, J=3.8, 11.4, 11.4 Hz),4.18 (IH, dd, J=3.6, 9.2 Hz),5.04 (IH, d, J=3.9 
Hz), 

5.07 (IH, d, J=3.2 Hz)o 

[0471] mmm^i 

Mbl62] 



m^lin38-(h)(D:f7micm\ BatXe38-(a)<D^b-^i^ 30mg^l, 

X4. Omg)^#/Co 
FABMS:m/z639[M+H]' ; 

^H-NMR(D O+ND ) 5 :1.36 (IH, m),1.43 (IH, m),1.72 (5H, m)1.94 (IH, m),2.04 




OH 
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(IH, ddd, J=4.4, 13.2 Hz),2.68 (2H, m),2.73 (4H, m),2.78 (2H, m),2.92 (2H, m),2.99 
(IH, m)3.04 (2H, m),3.32 (IH, dd, J=10.0 Hz),3.39 (2H, m),3.79 (3H, m),3.89 (IH, 
m),4.02 (IH, m),4.12(lH, ddd, J=4.3, 11.4 Hz),4.19 (IH, dd, J=3.6, 9.3 Hz),5.03 

(IH, d, J=3.9 Hz),5.05 (IH, d, J=3.4 HzX 

[0472] mmm42 
Mkies] 



n tVV) T^y^^/UT/V^^yfJiyly (10. 2mg) ^#/Co 
TSPMS:ni/z655[M+Hr ; 

*H-NMR(D O+ND ) 8 :1.47 (2H, m),1.75 (IH, m),1.83 (3H, m),2.04 (IH, m),2.12 

2 3 

(IH, m),2.76 (6H, m),2.90 (2H, m),3.04 (4H, m),3.16 (IH, dd, J=10.0,13.0 Hz),3.40 
(IH, m),3.47 (2H, m),3.86 (3H, m),3.98 (IH, m),4.12 (IH, m),4.23 (IH, dd),4.31 
(IH, m),4.54 (IH, dd),4.98 (lH,d, J=3.6 Hz),5.07 (IH, d, J=3.9 Hz)o 

[0473] mmm4:3 

[^bl64] 




OH 
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m^rM38-(.h) (D:^mKm\ m^Jims-u) (D^[:^momgt2-(.T^7?i^ 

TSPMS:m/z673[M+Hro 

[0474] 

Mbl65] 



FABMS:m/z55 1 [M+H]^ ; 

'h-NMR(D O+DCl) 8 :1.77 (IH, ddd, J=12.7, 12.7, 12.7 Hz),1.92-2.01 (IH, 

2 

m),2.19 (IH, ddt, J=3.90, 7.32, 14.16 Hz),2.30 (IH, ddd, J=4.89, 4.89, 12.69 
Hz),3.18 (2H, dd, J=7.32, 7.32 Hz),3.30 (IH, dd, J=6.34, 13.67 Hz),3.36 (IH, dd, 
J=3.90, 13.67 Hz),3.46 (IH, dd, J=10.25, 10.25 Hz),3.62 (IH, dd, J=9.77, 9.77 
Hz),3.74 (IH, dd, J=6.83, 11.72 Hz),3.75-3.79 (IH, m),3.81 (IH, dd, J=3.42, 10.75 
Hz),3.89 (IH, ddd, J=1.96, 6.84, 9.28 Hz),3.94 (IH, dd, J=1.95, 11.72 Hz),4.06 
(IH, dd, J=2.44, 10.74 Hz),4.19-4.25 (2H, m),4.29 (IH, dd, J=3.91, 9.28 Hz),4.36 
(IH, ddd, J=4.88, 10.75, 10.75 Hz),4.72-4.90 (2H, m),5.18 (IH, d, J=3.91 Hz),5.59 
(IH, d, J=3.91 Hz),6.04 (IH, ddd, J=2.93, 2.93, 10.75 Hz),6.18 (IH, ddd, J=2.44, 
2.44, 10.25 Hz)o 




OH 



[0475] 
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5— y':^^ '.4' -v>-y'liKP-5-3^b°:77V:^PT7V^;^i 
Mbl66] 




FABMS:m/z553[M+H]'o 
[0476] ^1fe^r|46 

5-'T:t^iy-3' . 4'->^v'''bKP-5-J^fc:°^tiPT/V^:^iy:^ 
Mkl67] 




Mi#Xm6-(a) 

|lii^yi6(D;^^f^^D-C. 3', 4'-v?-r^t:KnT/V-<;i7v'^161mg^^^>. ^IB^l:-^ 
m : 5-7'':^=¥v'-3 ' , 4 ' -v^T^'tKn-S-^^t'^ntiT/V^;^ ix:/ (86mg) ^#/Co 
FABMS:m/z569[M+H]^ 
[0477] ^jfe#t|47 

[^bl68] 
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HO 




^j^T.^47-(a) 
FABMS:m/z576[M+H]^ 

[0478] mw.m4s 

Mbl69] 



Wbl70] 



[0479] mi^TMAS-ih) 




no, J 




►OBz 



BocHN 
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ntdBmk^^-^^. ^y:/titVv:3^-7^/v. 7K-e^if-#Mffi^^b. TtB(^^b 



[0480] m^TMAi^-(c?> 

^b-^i^ : ^-^^^^^-3 ' , 4 ' -i;''7''tKi:i-5-^t°T^yT/V^;^7iy^^ ( 1 7mg) 

FABMS:m/z550[M+H]^ 
[0481] ^mmA9 

1-N-r (S) - ( 3-T$ /-2-t:KP=arv- y^/V) 1-3 ' . 4 ' -v^-y'l:Kp-5-Jit:°v:? 
[>fbl72] 



M3^X^49-(a) 

2', 3, 6'-MJ-N-(t-y^>^i/;5;/V#=/V)-3"-N-MJ:7/V:^t3T-fe:^/V-3', 4 



[>fkl71] 





I 
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^^T^mu. mmumn^x^^^. R)^sm^mmm.mu mm^^^^^/^j>^: 

?i^y—/v^5:ixmmu mmxpHGtL^fc. ^(Dmrn^mmm^mi^xmc^t^m 

m:^Jm9-(m.)<D^mi^^^^XRm:^^. $bi;iM3tX@l-a)0;^^t-t^^o 
Xm^^mU mm(D^\^-^m 1-N-[ (S) -(3-T5y-2-tKndrv':/nx-?7-r/V) ]-3 ' 
, 4 ' -v'T^^^tKn-S-^^t-v^-^;^ i/^^ (28mg) ^#fCo 
FABMS:m/z537[M+H]'o 

[0482] 

1-N-r (R) - ( 3-T$ y-2-bKP^r->-y P^-^ /-^/V) 1-3 \ 4 ' — :;^-y^l:KP-5- 



Mi^X^50-(a) 

lllim9(D;^&j;iWTS^£:^fTV\ ^Mco^fb-a^^^: i-N-[(R)-(3-T5y-2-t 

FABMS:m/z537[M+H]'o 

[0483] mmm5i 

3\ 4'— 4"— :;^3^b°T/V^:^-»- 
[^kl74] 



[^bl73] 
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FABMS:m/z551[M+Ht ; 

'h-NMR(D O+ND ) 8 :1.35 (IH, m),1.82 (IH, m),2.02 (2H, m),2.80 (2H, m),2.89 

2 3 

(2H, m),3.00 (IH, dd, J=2.9, 10.7 Hz),3.18 (IH, in),3.53 (2H, m),3.59 (IH, dd, 
J=3.9, 10.7 Hz),3.76 (2H, m),3.82 (IH, dd, J=2.7, 10.7 Hz),3.89 (IH, brd),4.09 (IH, 
m),4.22 (IH, dd, J=3.6, 9.3 Hz),4.26 (IH, m),4.37 (IH, m),4.59 (IH, m),5.09 (IH, 
d, J=4.0 Hz),5.16 (IH, d, J=4.2 Hz),5.80 (IH, s),5.80 (IH, s)o 

[0484] mmm52 

Wbl75] 




Mj^X^52-(a) 

^ife^ll2(D^&lc:!pCT. 3', 4'-i;^7^^fcKnT/V-<;^v-^^^^^>, mm(Dit^m:5- 
^:t^iy-3', 4'-v?7''fcKn-4"-rct-5-3^t°:77V::^-nT7V^;;&v'>'^#/Co 

FABMS:m/z553[M+H]^ ; 

'H-NMR(D O+DCl) 8 :1.70 (IH, ddd, J=12.7, 12.7, 12.7 Hz),1.76-1.86 (IH, 

2 

m),2.03 (IH, ddt, J=3.90, 7.32, 14.65 Hz),2.20 (IH, ddd, J=4.39, 4.39, 13.19 
Hz),3.03 (2H, dd, J=7.33, 7.33 Hz),3.12 (IH, dd, J=6.35, 13.67 Hz),3.22 (IH, dd. 
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J=3.42, 13.67 Hz),3.49 (IH, dd, J=2.93, 11.23 Hz),3.59-3.66 (IH, m),3.63 (2H, d, 
J=5.86 Hz),3.84 (IH, dd, J=3.91, 10.74 Hz),3.95-4.04 (3H, m),4.07-4.10 (IH, 
m),4.14 (IH, dd, J=3.91, 9.28 Hz),4. 15-4.23 (2H, m),4.54-4.56 (IH, m),5.05 (IH, 
d, J=3.91 Hz),5.48 (IH, d, J=3.91 Hz),5.50 (IH, d, J=51.27 Hz),5.86 (IH, ddd, 
J=1.95, 1.95, 11.23 Hz),6.00 (IH, ddd, J=1.95, 1.95, 10.74 Hz)o 

[0485] 

Mbl76] 



[0486] Mj^X^.53-(b) 

(D 1 50mgd^^), MM(D^t^^ : 5-^^:^^iy-3 ',4' -i;^^'fcKn-4'*-3^fc -S-^^^t" 
ESIMS: m/z572[M+Na]^ 

[0487] mw.m54 





NHBoc 
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Mbl78] 




3, 2', 6', 3"-Thy-N-t-y^V^i^^/V:^=^/V-3' . 4'-v'7'^fcKn-4"'-p-^h 
Wkl79] 



[0488] M3^X^54-(b) 

M3t X@54- (a) X-ntlit^mOOmg^m V M3t X@8- (a) ^XXJ^S- (b) (7) 

Mbl80] 



[0489] ^3^X^54-(c) 

M5tX@54-(b) ■TfWc'fb^i^Qymg^fflV ^-CM5tX@l-(i) <^;^ 

T/V^;^;iX>' (20mg) ^#fCo 
ESIMS:m/z557[M+Na]^ 




OTr 



PMZHN 




OTr 



PMZHN 
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'h-NMR(D O+DCl) 8 

2 

:1.68(lH,m),1.79(lH,m),2.01(lH,m),2.15(lH,m),2.21(lH,m)2.32(lH,m),2.32(lH,m), 
3.21(2H,m),3.35(2H,m),3.73(5H,m),4.05(lH,ddJ=2.4,10.7 
Hz),4.21(2H,m),4.25(lH.brs),4.32(lH,ddJ=3. 7,9.3 
Hz),4.38(lH,m),4.75(lH,brs),5.22(lH,J=3.6 Hz),5.61(lH,d,J=3.9 
Hz),6.07(lH,m),6.21(lH,m)o 
[0490] ^1ife^'l55 

5. 6"-v^-y':^^->-3'. 4'-v^-y'liKP-6"-:7/V;j-n-5-3^^°:7/V:^PT/V--<:»iy> 
Mbl81] 




2', 3, 6'-MJ-N-(t-7>dr^>;f;/Vjj^^-/V)-3"-N-hy:7/V::^tiTir^/V-3', 4 
' -v^^'tKn v?^;^ v^>' (2. 537g) ^ (S) -4- (p-^h^v'^>'v^7V:^^v^:^/V*'c:^7V 

i^3. 325g^#fCo 
Mbl82] 




[0491] Mj^X^55-(b) 
[>fl::l83] 



wo 2005/070945 



162 



PCT/JP2005/000767 



^OTr 

— / Hb 1 N H Boc 

^^-^ ^ OHNSi::iX2.NHBoc 



PM2HN 



[0492] mmTM55-(c) 
Mbl84] 



PMZHN 

[0493] Mi#Xf^.55-(d) 

M3^X@55-(c)T-#fc^b^i^l. 08gMV>T. ^3^X^33- (c)<D;^&lz:t^§o 

[^t:l85] 



^OH 

A cO — V~1?V Bo cHN ^y^T^y^ 

/ A(i) I r N HBOC 



O 

PMZHN 



[0494] ^^T%55-(e) 

^5gX@2-(e)(^;^^^^c:^^ev^. ^5tX@55-(d)-e#/c^b'^i^340mg^^fe. TIE 

(D^b-^i^ 1 80mg^#/:io 
[^kl86] 
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NHBoc 



PMZHN 



[0495] M3^X^55-(f) 

:tn-5-:^\fy/U:ti^T/]^^^-y:y ( 1 7mg) ^#/Co 
FABMS:m/z555[M+Hr ; 

*H-NMR(D O+DCl) 8 :1.71 (IH, ddd, J=12.7, 12.7, 12.7 Hz),1.77-1.89 (IH, 

2 

m),2.03 (IH, ddt, J=3.90, 7.32, 14.65 Hz),2.19 (IH, ddd, J=4.40, 4.40, 12.70 
Hz),3.02 (2H, dd, J=7.32, 7.32 Hz),3.14 (IH, dd, J=6.35, 13.67 Hz),3.22 (IH, dd, 
J=3.42, 13.67 Hz),3.29 (IH, dd, J=10.25, 10.25 Hz),3.59 (IH, dd, J=10.26, 10.26 
Hz),3.62-3.65 (IH, m),3.69 (IH, dd, J=3.42, 10.75 Hz),3.90-3.99 (IH, m),4.02 
(IH, ddd, J=1.96, 10.74, 28.30 Hz),4.08-4.10 (IH, m),4.14 (IH, dd, J=3.42, 9.28 
Hz),4.17-4.25 (2H, m),4.54-4.74 (3H, m'),5.07 (IH, d, J=3.91 Hz),5.31 (IH, d, 
J=51.76 Hz),5.50 (IH, d, J=3.91 Hz),5.87 (IH, ddd, J=2.44, 2.44, 10.74 Hz),6.01 
(IH, ddd, J=1.95, 1.95, 10.74 Hz)o 

[0496] mmm56 
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-N-p«^7VT/V^;^7 iX^' ( 1 . 54g) ^#fCo 
FABMS:m/z567[M+H]^ ; 

'h-NMR(D 0+ ND ), 8 :1.55 (2H, m),1.76 (IH, m)1.87 (3H, m),2.04 (2H, m),2.55 

2 3 

(3H, s)2.78 (2H, m),2.87 (3H, m),2.98 (IH, m),3.04 (IH, m)3.46 (IH, dd, J=9.3 
Hz),3.57 (IH, dd, J=9.7, 10.0 Hz),3.64 (IH, dd, J=3.6, 10.5 Hz),3.86 (4H, m),3.98 
(IH, m),4.10 (2H, m),4.30 (IH, dd, J=3.6, 9.3 Hz),5.20 (IH, d, J=3.6 Hz),5.27 (IH, 

d, J=3.5 Hz)o 

[0497] mmm57 

Mbl88] 



W3^T.^57-(a) 

^3tX@28-(b) ^e::}3V^T. :^/l-J^T/\^f\i}^(Dj\t>m^T'^hT/Vy^\i}^^^m^^X 
FABMS:m/z581[M+Ht ; 

^H NMR (D O+DCl) 6 :1.19 (3H, t, J=7.3 Hz),1.42-1.58 (IH, m),1.62-2.13 (7H, 

2 

m),2.93-3.46 (9H, m), 3.61-3.92 (8H, m),3.94-4.09 (2H, m), 4.13 (IH, dd, J=3.7, 
9.3 Hz),5.03 (IH, d, J=3.7Hz),5.64 (IH, d, J=3.6Hz)o 

[0498] mmm^ 

[^bl89] 




HO, . 
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HQ 




7V7}^-/V-T/k^;^7v'>-61mg^, DMFO. GmL^XXfM. 02mL(C^^b, 
;^;IJ'>i^l4mg*D j:U?2- (2->^n^3ihdf ^h7tKn-2H-fc°9>'42mg^iJPX.. 60 

r-e-Bfe«#bfco Rj^sm^m^mm^^. 7i<^MK.xmmu #/ca^^^^-TL 

FABMS:m/z597[M+H]^ 
[0499] gg1ife#tl59 

Wbl90] 



Wi#X^59- (a) 

m(D^t^^ : 3' -N-^:xi;?/VT/V^:^;i/^^ (56mg) ^#fCo 
TSPMS:m/z643[M+H]* ; 

'h NMR (D O+DCl) 8 : 1.58-1.72 (IH, m),l. 86-2.15 (5H, m),2.16-2.33 (2H , 

2 

m),3.15(lH, dd, J=7.3, 13.4 Hz),3.21 (2H, t, J=7.3 Hz),3.30 (IH, d, J=7.3, 13.4 
Hz),3.51-3.64 (3H, m),3.82 (IH, dd, J=4.2, 12.5 Hz),3.82-3.88 (IH ,m),3.87 (IH, 
dd, J=2.2, 11.7 Hz),3.93 (IH, t, J=10.0 Hz),3.94 (IH, t, J=10.3 Hz),3.97-4.08 (3H, 
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m),4.15 (IH, ddd, J=4.6, 10.7, 12.2 Hz),4.19-4.26 (IH, m), 4.32 (IH, dd, J=3.8, 9.4 
Hz),4.47 (2H, q , J=12.9, 16.9 Hz),5.22 (IH, d, J=3.6 Hz),5.81 (IH, d, J=3.7 

Ab 

Hz), 7.54 (5H, s)o 

[0500] '^mmeo 

Wkl91] 



Mj#T.IS60-(a) 
FABMS:m/z659[M+H]* ; 

^H NMR (D 0:DC1) 8 : 1.36-1.51 (lH,m),1.63-2.12(7H, m),2.89-3.12 (4H, 

2 

m),3.29-3.43 (3H, m),3.57-4.23 (IIH, m),4.65 (2H, s),5.00 (IH, d, J=3.6Hz),5.59 
(IH, d, J=3.4Hz),6.77-6.89 (3H, m),7.15-7.21 (IH, m)o 

[0501] mmmei 

['fbl92] 
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FABMS:m/z659[M+H]^ ; 

NMR (D O+DCl) 8 : 1.35-1.48 (IH, m),1.60-2.10 (7H, m),2.87-3.09 (4H, m), 

2 

3.25-3.42 (3H, m),3.54-4.04 (lOH, m) 4.08 (IH, dd, J=3.6, 9.5 Hz),4.14 (2H, q , 



J=13.2, 16.3 Hz),4.97 (IH, d, J=3.6 Hz),5.57 (IH, d, J=3.4 Hz),6.74 (2H, d, J=8.5 
Hz),7.17 (2H, d, J=8.5 Hz)o 
[0502] ^1ife^'l62 

Mbl93] 



FABMS:m/z658[M+H]^ ; 

'h NMR (D O+DCl) 8 : 1.37-1.50 (IH, m),1.63-2.11 (7H, m),2.90-3.12 (4H, 

2 

m),3.30-3.43 (3H, m),3.58-4.05 (lOH, m) 4.09-4.14 (IH, m),4.32 (2H, q , J=13.4, 



15.6 Hz),5.01 (IH, d, J=3.7Hz),5.60 (IH, d, J=3.5 Hz),7.31-7.48 (4H, m). 

[0503] mmmes 



Ab' 




Ab 
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: 3"-N- (2-7ai^/V3^^/k) T/V'<;^/ v/^^#fCo 
FABMS:m/z657[M+H]^ ; 

NMR (D O+DCl) 8 : 1.28-1.41 (IH, m),1.55-2.02 (7H, m),2.80-3.03 (6H, 

2 

m),3.21-3.34 (5H, m),3.47-3.97 (lOH, m),4.00 (IH, dd, J=3.7, 9.5 Hz),4.90 (IH, d, 
J=3.7 Hz),5.52 (IH, d, J=3.4 Hz),7.05-7.18(5H, m)o 

[0504] mw.m64 

Mbl95] 



;!K|g38mg<DN, N->^^^/V*:/^-i.T^K^ISO. 2mL^JI|l^;t)Px.. ^?at^T3^^ 
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>-(43mg)^#fc„ 
FABMS:m/z595[M+H]^ 
[0505] ^jife#l65 

Mkl96] 



Mi^Xf^65-(a) 

3, 2', 6'-hy-N-t-7>=¥i^;^/V^^:^/V-4'''-N-p-^hdri/^^i^/V:^=¥iX;f; 

^b-^i^ : 3"-N-*7Vi»^^K^/VT/v-<;(;^»'^#/Co 
FABMS:m/z580[M+H]^ 
[0506] ^^^166 

6'-N-(2-1;Kp^'>^^^v^/V) T/k^:^'»^ 
[^bl97] 



M3^X^66-(a) 

^5tX@12-(c) -e#/c>fb^i^50mg^^^y— /UmLfcl^^L. 2-tKndrv'-< 




HO 




HO^ , ^ 
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tKt2^v/^^>?/V) T/V^;^iX>' (27. 4mg) ^#fCo 
FABMS:m/z659[M+H]^ 

[0507] '^mim? 

Mkl98] 



Mj#T.IS67-(a) 

M^»C)p-TsOH-H 0*dJ;U?2, 2-i;^p<h^^^:7"n^^^^(210mg)^ 

2 



[0508] mmrM.67-(h) 

= 1 : i(Dmmx-m^m. ^m^mm^mi^xrm(D^\:^m60mg^mtio 





BocHN 
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Mb200] 




BocHN 



[0509] mmTM67-(a) 



[0510] mi^-j:n.67-(d) 

T)V^^%y:y ( 1 3mg) ^#fCo 
FABMS:m/z639[M+H]^ 
[0511] ^1rfe^rl68 

6 ' -H-T^V' /T ;V^iJ-yly 
[^b202] 



[^b201] 
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HQ. , '"^''^NH 



_ 10 

ii3tX@12-(c)-C#fc^l::'^i^l09mg^, N, N— :;^p<^/V*/Vi^T5:KlmL(;i^ 

^41mg(DN, N-v^T^^/V^/VAT^K^t'SO. 2mL, MJ^^/VT5>^0. 032mL, *5 

i^t2->'hi/^:7^— (i^an^/Vi^ /V= 10 : 1) "e^tMU/Co ^^L^xntc^t^m 
FABMS:m/z595[M+H]^ 

[0512] 

Mb203] 

-^OH 

HO 



HJ4 

M3^X^69-(a) 

FABMS:m/z580[M+H]'o 
[0513] ^1ife#l7Q 



wo 2005/070945 



173 



PCT/JP2005/000767 



Mb204] 



HO 




Mi#XfS70-(a) 

^^^T/V^:fyiyl^ (31mg) ^#/Co 
FABMS:m/z583[M+H]^ 

[0514] mmm\7i 

6 ' - ( 2-T$ yj^^/V) -6 ' T$ /T^V^iJjy^ 
Mk205] 



ph p=cHCN eomg^mK.. 4o'x:Kxi2mmmwvfco ^(DKstM^m^mmi^ 

3 




W[::206] 
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CN 



[0515] m^rM.7i-(h) 

^iyXl9. 8mg)^#/Co 
FABMS:m/z581[M+Hro 

[0516] mmm72 

[{b207] 



mmrM.72-u) 

v'^b-^hy^AeSmg^jjP;!. 90°Ct;i-C22NFr^«#bfc„ ^(D^J^^Ig/O^b^^i^^^ 




no,. 



[•(t208] 
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O: 




AcO, y 



■NHBoc 



IHBoc 



BocHN 



[0517] M]^X^72-(b) 

mm(Di[:^^ 6''-Ti^}'-6"-v':t^iyT/P^^iy> (8mg) ^#/Co 

FABMS:m/z578[M+Hro 
[0518] I^1fe#l73 

[^b209] 



^Jfe^ll72-e#fc'fb'^#l (6' -■7'':^=3eVT/V^;^v'^) 25mg^, ;dc2m 

^^lEfT^^b-^i^ : 6"-T5y-6"-7'^:^=3rv^T/V-<;?7>'^ (12. 6mg) ^#fCo 
FABMS:m/z552[M+H]' o 

[0519] mmm74 
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Mb2io] 



HO 




[0520] Mi^X^74-(b) 
[>fk212] 



Mb2ii] 




NhBoc 



BocHN 
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OAc, 



BocHN 



[0521] Mj^X^74-(c) 



OHC 



OAc. / 



BocHN 

[0522] ^3^X^74-(d) 

mg*Dj;t>^v^T>'^b^i^^l::^^7^-:hhy^7i^l8mg^;!jP;t. ^M-CSNpr^ft^bfCo $b 

(?:)Mj^;:is^iM jfe^-eft^^pm. mm^mx^fio ^D\.xmz.it-^m^m&rMi-ii 
) bmm(D:^mxmm\^. mm(Dit^m •. 6"-T^'::^^^>-6"-(4-^/v4Ny^/v) r 

(3 Img) ^#^Co 
FABMS:m/z622[M+H]^ 
[0523] ^1ife^'l75 

[^b214] 
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m^TM7B-(^) 

M5gX@74-(d) tmm<D:}fmX\ MitX@74-(c) (D{b^i^70mg<i:N-(tert- 

T^/T/V^:fy-yiy (26mg) ^#fCo 
FABMS:m/z595[M+H]^ 
[0524] ^^{^1176 

[>ft:215] 




Mj#T,lS76-(a) 
Mb216] 
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[0525] ^j#T.^76-(b) 

^1/>':p<^/— /V:T>'^^T;^C = 60: 10: Dt^lTffiMb^ TIE<7)^l:-a'i^lOmg^# 
Mb217] 




OAc^ 
BocHN 

[0526] M3^X^76-(c) 

M3tX@76-(b) TWc^b-^i^tDlOmgicl, 90%hy:7/V;^ng^^7KlmL^;(lPx.T 

-t?3tHI?5fe^f^bfCo r(D^jg^T^^^T^-epH7f^^fpL/c#. CM-Sepha 

dex(NH ^) 20mLtCT*tigL. mM(Dit^m:Q"-T^y?^^/VT;V^^^y^^{0. 3g 

4 

FABMS:m/z582[M+H]^ 

[0527] mmmi 
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mmmu mmm2. mmm9^ mmmis^ mmmis. mmm24. mmm44. mm 
m44^ njfems. mmm48^ njsme. mmmsi^ mMm52^ mmm53^ mm 

M54^ mMM76)^m^^X. MRSA(MRSA-HR, MRSA-LR) icMir^^/^^^^K 

±mm (MIC. u g/mL) ^ 0 :^^t^mm^^mKm\:^fcm^^m^^m{cxm 

mVtlo mmmmM^t^mt. MRSA-HR^tcl^L-CMIC^fiSi^T^^b 

, MRSA-LR^lcl^bTMICfa:4^T^*bf'o #^BS55-164696-^<5^#{cl 

mMcoT/i-^^iy>iz.-D\, ^xmm^^^i^tit^^. MRSA-uRm^Mi^xMiam 

^fflV^T. eiimCP.aeruginosa PAOl) iz:Mir^M:^hmmK±m&^mmVfct^ 
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n 



1-6 
1-6 
1-6 

1-6 

1-6 

1-6 

1-6 

1-6 
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1-3 1-3 1-3 

1-3 

=ar/VT5yS. ^fcJiC T/V=ar/VT5yS(r(DT7V=^/VS(01JEJl_h<D;^<^i^d^{*, 

1-3 

1-3 

[4] r'*'*5J;U?r'*';5S. I^— */c}*m^c?oT. ^K^i^^^fcfiC T7V=ar/V^-efe6. » 

1-3 

o 

1-3 

[6] r'';?)^, ^M^^Vi^^^, T5:y^, T-:^K^. C T/V:fy74/l^:t^-ym. c 

1-3 1-3 

1-3 

1-3 

1-3 
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